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- C 8 _ 1 4 '-^t'T 5 7 ^ C 3 _ 8 P T/W=¥/V, C 1 _ 6 r/Vst dr^>, 

T^y ; C3 _ 8 >^ P TyUdr ylx ; ±1B Lfcil^^$^^TV^Tt> J; V^Cl _ g T 
/u=i^-y ; Ci _ 6 T/i'=¥7v^^ ; Ci _ 6 T/]y^/u^/uy ^ =^/U ; Cj _ e 

15 y-Ci _ 6 T/v^/'W-:*/U/^^-f yu- ; P-d _ g T/^^/u-;^;/!^/-^^-^ 

20 V\ C3 _ 3 PT/l/^;l/ ; 

(xii)±lBfimsBsf/5^b^^^n6emsT•g^$tlTv^T^J;v^c2 _ ^ r 

25 (xiii)±iEg^^SBSI;^^biltf;^^^gmST'g^$t^.TV^■Ct>J;V^C2 _ e T 

(xi v) ±|5g|^S C b 5 BJ^S T'g^^ ^ tLT V^ T i V ^ C 3 _ 8 V ^ 
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(xv) t FP=3rv^ ; 

5 >'U^/l/^;t ; 

(xviiO/fc/V^/V' ; 

(xix) ±|agmsBffi^;6^fe^{^tb5ems■efim^nTv^T'^iJ;v^c^ _ ^ r 

(xx) ±|BSi^KCp;6>b^«i^'5Sm£-eKm$t^TV^Tt)J:V^C3 _ g 

(xxi) ±f2m^SBfi;6^^>5i{^tl5g^£■eg^^$ttTV^T1> J;V^Cl _ 6 r 

(xxii) ±lBfim£B^;il^b^l«tu5S^S-ettm^nT^^X^iJ;v^c^ _ e T 
15 (xxiii)±fBLfcS^^$n■CV^T% J:V^Cl_gT/^=3{^/K ±fB Litft*^ $;nTV^ 

20 ±iBLfcM (Ci _ 6 ) T/U=3r/l/-;(7/l.;^}^--;K ±12 L/cffiJ^ $ ixT V ^T t> 

25 5y T^y. ±iBgmKBi¥/6^e>iitfixsgi^ST*gife$ti-cv^x^> j; 
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(xxvi i) ± IB gjis B e> ji «^ § g^S T*g^^$^^TV^TtJJ;V^i;^-Cl 

20 (xxviii);5?./U-7K ; 

(xxix) ;^/W7 7*^/'^ ; 

(xxx) ^ ; 

(xxxi) ;^/^'7 3c■:^^-</^ ; 

(xxxi i ) ± IBgl^S C SI b 31 fm 5 g^S -egi^ $ ^ T V ^ T t <t V ^ ^ig^^ 
(xxxiii)±fafimacify5^e>]l{^tb-5S^»-eEi^$tLTVNTt> J; v^c 6 _ , 
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(xxxiv)JlEfimScP;{)^b®«^^5gmS-egm$HTV^T^i<tv^c, _ 1 

(xxxvi) ±fBgm£Cipy^)=»b^{^^^5tt^^S■T?®^$:3^-cv^Tt5ctv^C7 _ 1 

(xxxvii) ±|Bg|^SC#;^l^b^f^tl5E^St?g^$tiTV^T% J;v^C6 - 1 

10 (xxxviii)±flBsmscp/S=>e>^^^;n.5tt^^ST'fi^^$nTv^•rt5<tv^c7 _ 

(xxxix) _bfBSmscil>^)^b^f^^5ems-egm^tl.Tv^T^ j;v^C6 - 1 

(xxxx) ±iBe#^sc^}ei^e)®«ti6«^^s-r'ttm^tLTv>Tt)j;v^c6 _ , 4 

(xxxxi) ±fBSmS c e^^fitiS r»S-Cffi^ $ v^T t> j: v^^ y - X 

(xxxxii) ±|Bgmscpd^b^tfn5EmSX'fim$tixv^-rt> j;vNC6 - 1 
20 (xxxxiii)±lBemscp;5^b]l^^n5smsxgm$m:v^-ct> iv^Ce _ 

1 4 Ty-/^;^/V':7:f ; 

(xxxxiv) ±|B@^KCS¥;^)=>b^f^tl5ttm£Xgm$tbTV^T^> J;v^C6 - 1 

4 ry — /^:^y^^^/^T 5 y ; 

(xxxxv) ±IBgmS c il b ^ fitt S gmsxsm $ tix V ^ X ^> j; V 

25 ^v- (0*L<f*. ±IBgmSC^;el^6)®f^tb5gmSX•gm^HXV^X'^>J; 

(xxxxvD/NPy^-Jl^ ; t Kp'^v' ; --ha ; i^T / ; ±IB Lfcg}^$;j^XV^ 
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_ 8 i3T/^'¥/^-;&/V3i?=/i' ; ±IELyhiti^$ttTV^Tl> J;V^Cl_6T/^ 

dr/v;^/i/7jN = ;^ ; ±|B L fcg^ $ tlT V^T J; C j _ g T7W^y^x^yv:7 = 

10 y : ±|BLf::g^^t^TV^r^>J:V^^/-X^■i■S^-C3_8i^^5'clT>'^=^/^r^ 

IE Lfcgm^tLTV^T iv^^y -Xfiv^- C 7_ 1 gT^/l'^^y^T ^ y ;±E b 
y ; ±|5Lfce^^$tl.TV^T^> J;v^Ci_6r/w=^/u-;«7/i/5j^"=/^T^ y ; ±IB 

25 5 7:cv^U7Mm^S;^7/^^=/^ ; ±lBLfcg^^$^^TV^•rfectv^C6 _ 

^^v- ; ilBLfcg^^$tl■rv^l:'bJ;V^C6 _ ^ ^ Ty-;v^;r ; ±IBtfcg^ 
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y-/^;^/^;}^^/^ ; ±lEtyhg^fe$tbTv^T'b J;v^Ca - i 4 ry->'^:^/w 
y^^jv ; ±iBUfcem$^Tv^-cij<i;v>C6 _ ^ 4 r y -7^;^>!^:?K^/i-r 5 

y ;±IBLfctt^$nTV^Tt>j;V^^m^:t^^x ($f^L<(*^ Sm$tl.XV^ 
10 ■Ct>J:V^^#Sl1t^^;a-^i/);±IBL;fc3z;;^7^7Wb^^^-CV^T1>J:v^;^7>'^3i?# 

^y-Xfiv^-Cfi _ 1 4 Ty-/^'-:*/^/■^^-Y/^■T?g^$tbXV^T^>J;V^) 
4>j:V\ Ce _ 1 4 Ty-/w ; 

(xxxx vi i)±IaS^^£Gi¥;6^b3if^tL§■amST■fim$^-CV^TtiJ;v^C7- 
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(xxxxviii) ±IBgm^GSl;{l^b®«tl5S^£T*e^^$tlTV^Tt>J;V^C6 - 

1 4 ^ y -f^- C 2 - 6 r)\^^^)\^ ; . ' 

(xxxxix) ^M3yi^m^ ; t Kpdf^i/ ; c:^ h n ; i/T/ ; ±IB tfcttm$^^TV^ 

15 ^y-X«i^-Ce_a4^y-^^7'5 y ;±l3Lfcgm$tbTV^Tt> J;V^^y - 

y ~7W-;^/^7ls::^/UT$ / ; its /i^ ^ /1-7 ^ J ; ±tStfcg^$tiTV^Tt> j;V^ 
Ci _ e ryU=^/l'-;(;/l-jK:^yWT^ y ; ±iabfcg^^^tbTV^Tti J:V^C3 _ 
a v^iJ' DT/V^/^-*/V#:^;Wr 5 y ; ±IBLfcgm^tlTV^Tt> J;V^Cl _ 

20 6 T7V='=^^>-:*;U7}?-/^T 5 y ; ±IBLfcffi^$t^TV^T4> iv^Cj _ e T 
/kdE^/k;^/u>i}N=/uT ^ y ; ±ia L7t fi*^$ tiXV^T J: V> C e _ 1 4 T y -/u-;^;!^ 

; ±lELfcei^$tLXV^-tt) J:V^^y -Ci _ b Tyi-^;i'-;i7/^/^^-f 
25 ; ±|BLfcg^^$tlTV^Tt)J;V^>^-Gi _ e T/U-^/W-;«7/w^*-(' 

bfcg^^$t^TV^Tt>J;v^, ^^m^^^^tcg^T-, «;£m^*5J:«*JES 
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;^^TV^Tt>.<J;V^C6 _ i 4 T]}-/v=f-:t ; ±|BLfcfi^$ttTV^Tt J;V^C7 
5 _ 1 a Ty^^^/i-'f-:^ ; ±ISLfcg^^^^TV^T'b J;V^C6 - a 4 T y 

±l2Ufcg$^$tvTV^-Ct J:V^C6 - 1 4 Tj;-/^- :i;yV'7}?=/^;d-=3f-^/ ; ±12 

10 :^dr^/' ; ±|HLfcg|fe$i^TV^Tt)ctV^C6 _ 1 4 T U — ; ±12 
LfcBJ^^$3x'CV>T^ j:V^C6 - 1 4 TP — 7^:^>'U7^^/^ ; ±ISLfcgife$ 

;}^TV^T1ictV^Ce _ ^ 4 T y -;^;=^/^:^^/VT 5 7 ; ±IBtfcg^$tLTV^ 

v-) ; ±IBLfc:xy^x/Wb^tlTV^Tt> J;V^;^/k7j?dr-.:/;k; 

m^sim^^mm^. mnm^i^xummm'f-*^ibmitti^ixn2m. its: 

/i' ; ±B^Lfcgi^$ttTV^TtJ ctV^Ce _ ^ 4 T y -/i- ; ±|BLfcgm$tbT 

^/-xfiv^-Ce - 1 4 ry^/i/T^y. C3 _ g v-iJ' nTyi/^/K 
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(xxxxx) 5^ :^:;!7 71'/'?^ /V ; 

(xxxxxi)±iaLytgi^$tuTVNTt) J:v^Cl_eT;^=ar/K ±l5Lfcgife$tbT 

^ fcli 2 ^ O g^S T'gl^ ^ tb T V ^ T t> cfc V ^ ;(7 /w^^ /I'S 35^ b ]1 n 5 a 
20 a ; J: t)« 

(xxxxxii)::tufe<^gm»J5S2jIilJ^;^± 2-3^) ^-^LfcS. 

25 (2) ^mm'f-um^Mmm^. mnm^F^s^xj^mmm'^t^^mitti^ixn 
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PCT/JP2004/017996 



31 




10 T\ 

j;v^, Ci _ 1 3 T/^=^f-i/:/£^/c«C2 - 1 3 7/i-^::^uym-(:\ Ci _ i 3 
TJl^^uy&l^fznCz - 1 3 T/l^^ir^V'^/^t^cfic^-C-^JS-o-, -N- 

C4 3] mmm^^LXi^xi,x\,^^it7KmmtK ±mLtcm-^mAmt^^m 

l^«^WtTVNTt>J;v\ ^*M^£i^(3:^m^^> ^?lEm^^*3J;t/^^l^^ 
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tt^^S^WtTV^Tfc iV^k KP=^rv'£:a5^ tKndrv'S, ±IBLfc:ttm$ 
^^TV^Tt>J:V^Cl _ 6 TJU^i^iym. ±IB Lfcfii^ $ HTV^T t i C ^ _ 

20 ±IELfcfim^;t^T^^Tt^ J:V^C7 _ , ^ Ty/u^ju-:ti^u^^^um. C 
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iL-cv^T% cfcv^C2_eT;^^->'K ±IBbfcg^^$;j^TV^■rt>J:v^C3 _ 8 

5 4Ty-yv—;{7/v^^=^K ^^J^/^^/K ±IBt?tM (Ci _ e ) T/^=3r/^-;^;/^ 
±lBbfc«^$^^TV^T%J;V^^Sii (Ci _ e ) T/^3driX-;(7/P7i?n/K ± 

IBL/cg^^$tt•CV^Tt> J;v^M (Ci _ 6 ) T7^^/^;^/^7i^^/^So j;tJ«±IB 
LfcE^^$ nxv^T t) J; C 6- 1 4 T y —)V7.)Vii^::^)Vii^ h ti:^mi!)^hmt£^ 

15 J6^fe^f^i^5gi^ST^ 

Ci _ 6 ryV=¥/WT^ys C3 _ 8 i^^ ^T/U^/K Ci _ 6 T/l'='=3f-cy^ c 
J;v^) :^^-X\-ii^-Ci ._ e T/i^^^s^/^T 5 / ; G3 - s i^i!^ ^T/i^^/u ; 
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20 ^y-xttv?-Ci _ 6 T/u^/^T^y. C3 _ 8 iy^ uTJue^ji^. c, 

25 ?'^^-eS^$tiTV^Tt>J;V^) ; ^7 -X(:iv>- C j _ g TyU^j\^T%y ; C 
3 _ 8 e/i^' PT/U=3r/U ; ±iBgmSDP/5^ bSf^tlS gmSTgJ^^ i^TV^T 
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^ 5 ems * W b T V ^ T ^) J; V ^ C 3 _ 8 V- i^' 13 T >'U=aE^/vST\ 

7js, T^-f/K ;^/i-7^^^'i'yi-s ^/i-:7ai-^^^/K ^fctt±ffitt^ 
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25 ±|BgmSDp:6^b3ifitiSgifeS"eg^fe$tLTv>T^jJ;v>Ci _ 6 

T;\^^ji^y^jvy^=:.;v ; T^7. ±IBgifeSDI¥>6^f>^flti5gmST'g*^$ 
^^TV^^:'b=fcv^^y-Xf^v^-Cl_6T/^=¥/^T5; /js/u^/wT^:/ ; ±IB 
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C3 - 8 V^ar/Vdr/P-;(7/U2l?;^;vr5y ; ±IBgmSDp;d^e,^«tl5g 

m$ttTv^r^>J;v^. mmm'f-skm^^mm^. mnm^Fi^xummm^ii^h 

LT V^X cfc C 1 _ 6 T/l^^i ^ v-S-C-, 
S D # ?5 ^ 51 tb 5 g m S ^ W t T V ^ T J: V ^ C 1 _ 6 T y u =1 ^ » T\ 

<^ ^ L T V ^ T Jt V ^-< if 
5 » S ^ ^ L T V ^ T t> ct V ^ :7 31 U- ^ T\ 



t 
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mx\ 

'r^-<>ii^^mx\ 

[4 7] ±fB [5] icUM(D:^ h\^P^mWMs :il^XU^mmWM^:^hu:^(D 

Mfp^-*5v^T^ffi-f 5 i t t)^x^ ^^tt. tcnmm-t^txh^^ t -^^m l 
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-CffiV^6r.<ttCj; t)^ 1 4 2 7 Z^mW^r =i'=^^ htfzi-il 4 2 7 S^^WT 

m 1 (^^ ^-^VU^ M/-f (P a 1 m i t o 1 e i c acid) 3 0 fiM 
n t stimm\HCa^'-mm^7r^ir^tftm^. f^m<DT ime (sec.) {if- 

:^-:rjvmMm<Dmmmm m o«t m 4 2 ? 3igmcHo-K 1 

Afi-7!>;^ 1 4 2 7 3miCHO-Kl«. Dfil 4 2 7 S^^JSL 
TV>^£V^3:/ hP— /UOCHO-K l»^*1"o 
10 |ll2ri^ y /^/V^ (Linoleic acid) 30 /i MSr^iD t 
^(DmmP^C a 2+^S(D^'fb^P-<fcJ^JP:'^^-ro J^fftOC o u n t s 
F^C a 1ttt<^T i me (sec.) 

(#) ^*i-o Of* 1 4 2 7 3|SmCHO-Kim. A{i:-^!>;^ 
1 4 2 7 3|g?aCHO-K.l^Blia. □{11 4 2 7 3 <lr^^ LTV^^ct V^ = ^ h 
15 D—7KDCHO-K iM^^-to 

HI 3 fi, y — y y l^i^^ (-y-L.inolenic acid) 3 0 fi 
mWLtct^OtmP^C a 2+M(D«^p-<fc|Sm^^-ro it-llllc^C o u n 
t si-im«^\f^C a^*mm^7f^i-^%^&s ^^(OT ime (sec.) (if-^- 

:f/\^mM"^(DmmBi^ (#) ^^-To oft 1 4 2 7 3igmcHo-Ki«. 

20 An-r^:^ 1 4 2 7 3 ^3EiC H O - K 1 IffllS. Dfil 4 2 7 3 L.-C V^t^ 

V^ n >- h n -/KD C H O - K 1 M^^fo 

I1I4H. T7=¥ Ki^^ (A r a c h i d o n i c acid) 3 0/iM;^^ 

ABLfci:t©«I^C a ''^mm(Dmit^m^tcW^^7f^i-o m^(DC o u n t 

s «mi^C a ^ltli(Z)T i me (sec.) 

25 /^»#<D^^i^ii ■(#) ^Sr^-fo Oftl 4 2 7 3^mCHO-Kim. A 

n^^:^ 1 4 2 7 3B^CHO-K IM. Dttl 4 2 7 3 ^^!aLTVN;feV^ 

n ^/ H p — /kO C H O - K 1 IfB^a Sr^-f-o 
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H 5 ft. K=if-^^f-^>'^ (Docosahexaenoic acid, 
DHA) 3 0 /iM^»Lfcit<^»I^C a ''■'^^(Omt^m^fcW^^Tfi 
•to mn<D Counts itmmP^ C a ^■'mm^y^-t^tftmSt. mm<0 Time 
(sec.) {^1^yy/^^^P^^^NFFBmii (#) ^^-To Oft 1 4 2 7 3|§mc 
5 HO-Kl». Afi'^l>;=«> 1 4 2 7 3|S?aCHO-K □fil42 7 

3 ^|S3i.bTV^/£V^=Ii/ h o — /U© C HO - K 1 iaB/l&?^:^i-o 

ia6«. t h^ffia^T'<^l 4 2 7 3mRNAO^ia^^^^-fo a t'-^ 
/25ng total RN Aft t o t a 1 RNA 2 5 n g ^fc "5 O =i t°— 

10 0 7 ft, 7 5^ 1 4 2 7 3mRNA©|§3l:5>^Sr^1-o = tf- 

ic/n g p o 1 y (A) +RNAftp o 1 y (A)- + RNA ng^fcl?©3 

0 8 ft, tKS*^^^ h y hTmW-X'<Dl 4 2 7 3mRNAO|§3Ei. 

±#^grli-^fc^:^lr^-tc attftTK^Itra (h) ^mi-o m^(DCop i e s 
15 /n g p o 1 y (A) +RNAftp o 1 y (A) +RNA n g ^ "9 O = t°— 

0 9 ft, t h 1 4 2 7 3agmCHO«(^ c AMPmiitC^J-r§M^(7X^ 
m^m^fcl^^^Tf^'to F o r s k o 1 i n\'±y^;V7.^^) ^-^^TT'flMJlS^ 
^WMX^fH^^fz.^^-^. Bu t y 1 i c a c i d ft:7 3 ij ;/#;j5EnF 

20 KUB. ( 3 0 M M) ^m^W LfzWi-a^. y-Linolenoic acid 

{t7;*-/v;^=i y >^#STfcv -y y wvi^ (3 0mM) <^^Jp Lfc^-a-^^. l 

i n o 1 e i c a c i d ft 7 j*-/^^ =i y >'#:STf^ U J—J\^W. (3 0 /zM) 
^^bfcij-g-^. DHAft:7;f/U^3 y V#^ET{CDHA ( 3 0 m M) 
M\^tt.m^^.O 1 e i c a c i dny^/UP^^t}) ^#^Ti^^ 3 

25 0 /xM) ^?^ijnbfcJi^;^^i-„ li¥$tli(7)%ft. y iz-^W^bytit© 

c AMPm^*>6^b-<-x>|r§|V^fdiS;|rl 0 0 % Ufc^-^f'^Bft 5> 

^«0t c AM p M^&^^Mi$.x^m LtchOXh^o 
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HI 1 0 mmm-mwi^^^^ m 4 2 ? s^iacHoifflnatriDMA 

'^-if?Stt^b*^mbfc^^%;^1-o CHO-h 14273 tttM4273 
^IS^aL-TV^5CHOM$^ffiV^ifcm'^^, CHO-mo c kfifc M 4 2 7 

5 ^^^^»Lfcm-a'^> methyl n]) J -/i^m^ "f-^i-^mMvfcm^^ 

^■f-o (mi n) n-^yyjumM^(Dmi§^m m ^t^-t. p4 4(iy 
i^mit ^ nmmt ^ tL^h e r k i ©/^ k ^^-t, p 4 2 « y ymit § ti^si* 

-fb ^ ttfc E R K 2 <^^^ y K Sr?j^i-o 

El 1 1 ji. a T 3 - L 1 mii^<Dmmmm^imm\u^ 514273 
10 ^m^m^m^ti^^^7ri-r. mnn 3 t 3 - l 1 mm(Dm^m^^itmm^^ 

(^0^ (B) Sr^i-o if$|ll(^)3lf-ic/2 5 n g total RNAf*, # 
ibfltzS T 3-L im(3:*5ft5 1 4 2 7 3g^#cOmRNA^iaftSrT o t 
al RNA 2 5 n gfefc!9(D3t'-ici L-CSLWUfdji^^-r, 

mi 2«. 9 >;/ h^i^mmmmmmmm(ommms&^^mmcw^ 1427 

15 3S^^^sC»|§?I.^K)^ill'<:fc5i^:^^^-r„ D a y 0{i5^{m^Bfr(^«^s D 

a y 8 It'j^imm^lk 8 B^^(7)«^ffiV^fci^^^^-ro »(^='t°-^/2 5 

n g total RNAfi, n^ntLm■^mmmmm^tsi1^ ^ 14273 

^^^|s<DmRNA||^*5|rT o t a 1 RNA 2 5 n g fofc t°— ^ 

20 01 3 It. msfom^^x^A t T - 2 omm^^h(Dwiw&«:mM^/i^'e'^Miitii 

(CRF) fl^^ttACTH:i>B(D$I]$lJ^^^Ii-«fcJ^m^lr^^-to base 
i-tCRF^W^T-^\mmm^mMLflt^orc^^^^ir, CRPfiCRF (1 

onM) ^^rr*mmmt:m-m\^ti:7!)>^fcm^^7jki-, v-LA^v-y/i/ 

ym^. a-LAlta-]}/\yym^s BAHmmtr^tl^tlCRF (lOn 
25 M) #^TT'^in Lfcm^Sr:^i-„ ACTH (X2 5pg/ml) (tACTH 
^j^m&^T^-To ^i^+mmm^ (n = 8)» **, p<0. Ol;*, p<0. 
05 (Student' s t test)o 
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014 tt. 3T3-L1 mmMmm^:Si^n^mm'MKMt^0^m i e 

X^'^^fltcit^mcDt^UWm^T^ir, mU(OG l y c e r o l (juM) (i^JJ 

'to ^tt<D:fe/&i6> 2#g~4#gft Isoproterenol (^f yzfuT 
5 1 X 1 0-^°M^»Lfc»'^^^1-„ 2#S(^B a s e fl 

Isoproterenol yzfuy" U / ^JU) 1 X 1 Q-^ °M(D^^^ 

e}^:^L^5t^^^{i$tbTV^5^:i:^^t-„ (p<0. oi) 

15 (IV). it^m (V), -fk-a-t/ (VI) ^xmt^n^ (vid T-fc-s, -fb-a-t; (id 

isxxf (VI) {iffM-a-^^Tf-feS^ 

1 4M (*^. 2^Xfi3#^), «^*L<«5;^dJVNLl OM. J:90$L<« 
5*i/c:f^6*(7)^#^^mS;5S^V^fctL5„ ±iB r5/^VNLl4M (iJT^L.< 
tt5;^iVNL 1 OM) t LT(±. fll^ff, 7^^^. 

25 ^:/>^^ [b] f-;^7cc^, -<yy [b] 7 7^. -O'Xxf ^ 

7h [2, 3-b] ^:^y^y, 77>. t°n— 5; i^'^-yk, ^'y^ — 
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/K 1 H ij^y^-zK AH-^y ^y^JVy. ^yy 
^tj'yi^'v, i-y^Vi^y. ^/^i-vy^ ^i-:/vy. ->yyvy. ti 
/w^)/-/u, ^-i:})Vi^')y^ -7 aurYy\^3i^y. T^^)x>y^ ya^-r^^x^, 

:7^ydr-^>v'i//^ifo^#i^:i^g, {mt.\^<\mm ^si 

■mw^\^<. 5^:^-7 31:/, -o-y [b] ^iry^y. -<y9 [b] y 

10 vy^ ^>'X;t'aE^f-y— /K ^i^yf-ry— ^y^^v=j-r:/^fv^ -ty 

h [2, 3-b] ^^^^s KwK :^/w^y— /K ^TV— 

/K ^yf-ry-/K y;^^f-y-/i'j'i if©^#^itM. 3ifi:rtie3tD^ 

^53^^ <if") T% 5=-;^ :/^*fctti 1 5 5 S t fc D#S SX^t) o T t ct v\ 
:«;5^;^-v^]!tJcfcl:i t5 LTtt. ^Jxfi. (l) ;i7 9=-:r^^^;^tti U 5 5 5M 

20 (2) iJ )Vifsi^^y)V%^ (3) ;^;W7Jn>-^^, (4) Ci_4T/Wdryk 

»-C*y«^;HTV^Tt)«tV^y^yuy7^-r/^S. (5) (6) 

Ci_4r/i-=¥/^s (^j. y^yi^. y°nt°/K y^/K -ryy'f'yK tert 

25 ^5^>'W;^7i'7jN^/^9^:^;i7yw-?^-fyu^) ^fcfi (8) h y 7yi';tt3 y 
4n^^T^ K£ (-NHSO2CF,) #;5SffiV^fen5, 
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-fb-^tJ (I) iSXXJ^ (VII) }^joV^T. SAfiffit^S^WbTl/^-Cfc J:V^^# 

T^y^y. [b] yyy, ^yx^^-fy-/u, ^y^/i-ry—)V^ 

-o-xv y^Ty'-/K i-vY [2, 3-b] :7^>'. ^yY- 

\\L-^m (i) *5j;Df (VII) tCioV^T. ^Bfi, 
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* fcti- Y - C O O HUm^ $ e> bTV^T >b ct v^^#g•;^^t-o 

-<:/X^yf^Ty-/K h [2, 3-b] f-;*-^;^:/, 177^. -Y ^ K- 




;t=ary ; /Nny:/M^^ (««J. 7 5/^. ifi^, a ; C i.sT/u^r i/ 
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% J; y -Xtt^^- c e - 1 4 T y -/VT ^ / . g4^ $ tbT v^-c t> J; y -X 

^jv-fijvi$.:^jvr%J ; gi^$nTV^Tt)J;V^C3_8iy^PT/^=^s^/^-;{;/^ 

; gm^tLXV^Tt iV^iSili (C^.g) TjU^/U:^/U:^^;UT^ y ;g 

/VT^y. 2 -•:^7^/w;^/kxjN=/i/T 5 y . l -•:^7^/^;^/^7J^=/^T^ y 
^)] ; gi^$tbTV^Tt> J:V^fg;ii (Ci_e) T Ji^^ju- :fy M 

-CV^Tt>cfcV^•=ey-M (Ci_6) T/u=3!^/V'-;i7/w^^-i'/P:^dpiy ; gl^^n 
7-i6T7/^=¥/^9=-:t ; gl^^tiXV^Xfc J;V>Ce-i4T!;-7W-;;(7/U;J?r^/i- ; 

c 6-i4^y-/^-:*/^^'=/i'T5 y ; gi^$tLrv^T>b<tvNC6-i4Ty-/i/ 

25 . ;t7 /W-<^^ /ix:t=3r iy ; g|^$ tlT V^T ^> i V vc e _ 1 4 T U r^yl^ ; g^ 

^ ttT v^T tj i v> c 6 - 1 4 ^ y ^>'^^/^:7 ^^/V- ; g|^ $ tlT V>T t> J; C 6 _ 1 



wo 2005/051373 PCT/JP2004/017996 

47 

V^ C 6 - a 4 7' y -/l^- C 2_ 6 T/l^-Jr ; gj^ $ tlTV^T % J: V^:^^S£ ; 

cl;v\ 

^->^Jl^:^=^;U^), mW:^tlX\^^XhX^^Ce-i4T]}-JVyt^^y-^jUy^=^ 

g1^£Ai|(D ^g^^t^■rv^-ct> (Ci_6) T/i^dr/wj o:> \{m. (c 

:^^/K ^yT'^/K sec-:/5^/K tert->^^/K ^^^f'v'K ^y^^f-/K ^> 

gmSA||(7) ^g^^$nTV^T^i J:v^« (C2_6) TyW^^/UJ 
(C2_6) T/l^d^-yi^j irtTfi. 2-:/5"V- 1 -^yK 4 — 
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48 , 

y(y^u:^^iy, zfh^-y, -^yzfY^iy. sec-^rv^-y. -<y^/v^^iy, 
m (Ci_6) T/udr7i-^;tJ .b LTfi. ■fiRlxiffp* ^J^-^/U'f':^, zfn 

/uT^yj CO r^y-x{tt^-ffi® (Ci_e) T;^^;vT^/\ <b LTfi. -^J 
;t«^ f^^'VT ^ y . oi^/uT^/. :/ptvuT5y. v^T^^^/^T^y. v?:^^ 

20 yl'T^yj <D rfga (Ci_s) T/W='df--:/-;^7y^;j^--/i/7 5 y J i- txf±. 'gSj 
;t(fy b#v';^/V4?^>'UT5: y . ^ h ^iy;^/^?}?-;^^ ^ y . :/njJ?^iy*/u 
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49 

r^ilft (Ci_e) 7';U3^iy-;i;/V5!}?=>'W:e-'ari^j LT(i:> m 

/^^^/u-:^dri/j o f^y-^B. (Ci_6) T>'^#7^-;(;7W^^-l'/^:t=^rv'J 
10 g*feSAp(^ rg^$tbTV^T^><tV>v^-<£0 (Ci_6) TJU^/l—A/W^ 

rtib r^iir/u=¥/^sj. rMT/V'jr^/L'j. mmrji^^^^i^i. mmr 

fv:t^i^l Mx.«. /Na>/i^ig^ (^J> :7 5/*m-?, ite^m^. %mW^. 
Bf?mm^) ; t: Kpdr-'>;= ;>yTy ;T5 y ; ^^m^^iii^Jci^^J!^^. 

25 ^^tf 5 V^ L 7 M^^^S :7 y yu. t" ]J v^/K 5=-^=/K y v'y . 

f-<7i^y>^y^*y y^) (^1i^^Stt/^ay>'I^^,t KP=3fv-,t5y. 

/^p>^r'^'f^:$;^^TV^T%ctV^'(Si^ (Ci-e) Tyl^^Sr/K ^Jyl'^/K Ci-eT/W 
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5 /WTS:y, Ca.BV-^ nT/l^^ar/U^ fgg^ (Ci-e) T/l-^dr^/^ (C^.g) 

Tjv^jv^isr. iSii (Ci_6) T/^^/w;^;^^^^;^ iS^ (Ci-g) 7/^^^ 
±lBLfc:E.;;^x/Wl::^^^TV^Tti<tV^;(7;^J}?^^v'/^ (i|t{c, iS 

10 ^y-XW:v^-C6-i4TU -/u-;&/u/^^-r /VJ^J: if TS^ $ n 

(Ci_e) T/I/='=3i..> ; fSfg (C,_6) TJ\^^)V=}-ir;&^ (Ci_6) T 

; ;^7/U/^-=E--i'yu ; ^:;^;(77W^'^-r-/u ; ^y — f£i^ (Cj-e) 7/^^/w-;(7 
/w^^^/u (^J, y 5^;>:;(7yw^^^/K ^f-/^:*>'W-^^-r/^^) ; v'-M (C 
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'^a^^jiV:^ ;VA^ y{ JV^) \ U JVi^.i^^yti^^ $ tlX V>T % i V> C i _ g TJV^JV 

5 _^TJV^/v^y^) (t e r t -'f^;\^^J}^=r;v^y'0;v:^^-y) • fj:if (^k 

10 ^/K ^3-^=3e^x/^/iif:as^V^P>^L5o 

o rc3_8 v'iJ' aT/Vdr/^-:^yv4?^/W <t LTtt^ Mtfli/^^ n t^p tVk;^; 

15 gm£Ai¥© ^g|^$tbTV^T'b J;v^^/-Xfiv'-C3_8V'^^pT/^=3^/^ 
20 (D rc3_8-^^ PT/udr/^-;(7/L-jJ<^/i/T^ yj LTfi. 

P7°p tVi/;&/^#?^yi/T ^ v'iJ' p^:/^/i';!t7/i'/}s=yL'T ^ y ^ -y^u^^ 

*3<l:«*J!^^;i)^^^{m5 lX(i2a, 1 /.fV^L4|i|(D-^-rPJl^^^tf 5- 
®?*J[^-l^)6^f)^fitt5 lX(i2S> l?fev^L4|icD^rPJ!i^<£r-^tp5 7&V^L 
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xy-f/K 7n^/K ^/i^^V y ^/\^^:=^^K ]J 7 ;<;/U7j<=yK ^° 

smSA^o ^gife$HTv^Tt>ctv^C6-l4Ty-/^;^-ds^^yJ © rc6-i4 

2 - •:^ 7 ^y^:^ =ar V ^ n 5 „ 

g|^«ASl<7> ^g^$;}^-cv^-c^>J:v^C8_l4Ty-/^^:^J © rc8-,4T 

a^SApt^ ^g^$;}^TV^Tt> J;V^^y-X«i^-C6_,4Ty-y^T^ 
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53 

tt^SASf© ^g^^$tiTV^T^ J:V^^y-X{iv'-C6_,4Ty-/^-;^;/^ 
-14/' y <!: tT«, y ^=.jUy^/\y7iR:^/u, l-i-y 

m^&Amo:> rg^$ttTv^T'bJ:v^C6-i4Ty-/u;^/k7vr:^/i'j o rc 
a-i4T]}-/u:;<./uy^=^/Ui t LXit, Mx.iii: y ^=.)V?.}vy ^ =l,v, 1- 
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54 

4Ty ^C6_,4Tyw^;^;^7j^=l/^T$yJ. r;^|^^;d- 
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55 

ndr£/, r?/. Wb^tlTVN-Cl> J:V^'f&^ (C^.g) T/^^^/K ^>'^ 

Ty/i^^/u-:^ju7j^::^ju, mmm^um'^mm^^. ^nmf-i^^xj^mmm'f- 

'bcfcV^) ; C6-i47'y -/I'^rdrv' (b^ C g - i 4 ^ 1^ -^^^=^ v'f*^^ o ^Vl^-T", 

-X{iv^-C6_,4Ty wi'T? y . xK/i^^/i^T^y ; ^y -xftv^-Ci.gT 

25 -T^y ; C3_8^^^c'TyU=¥/K « (C^.e) T;U=3=¥iy. (Cj.g) 
T/^'^r/^^;*-, iSii (Ci_g) 7;\^^;v:^jvy ^ :=.;v, iS^m. (Ci.g) T/^^ 
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56 

y-^m (Ci_e) r/>=3E^/l^-;<7yw-^*-ryK v^— ISii (Ci-e) Ty'l^dr/^- 
/W^^W' /Ws ^ y -Xli v'- C 6 - 1 4 T y ^>'V- :^ /V^^^^f /V?^.? if l?g|^l $ ^ 
TV^Tt>j;V^) ; C 7_i sT^/U^^j^/l^^^^^ (^C 7- i 6T7/t''¥/^;^=3f 

5 7t^v^L7M^*^* (^J^ eyv?/K 5"^-/k e-<yi^y. 

Xfiv^-Cs.j^Ty-zuT^y^ C3_8^:^i^ DT/w^/K « (Ci_6) t/i^ 
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57 

i-e) T/W3^v'-;^;/^7jf:^/p) ; ;^7yW/^*^ /V ; ^;t;^/^^^^-f ; ^ / -IS 
::^/U;&/W-^^'l'/^, 3 -9^J^c::^y^;(7/U/-<^-f /l^^) ; h U - C ^ _ e T/U^>'Wi/ U 

/U;t=3E^v' ( t e r t -^^jvV':^ 'fjv^y'^jvir^^y) ; Tfei:' (J^T. ffli^SCSI) 
20 J;v^o 

)\^\ }i\^X\-t^ ¥ik.\ty auzz-jv^ i-i-yf-/u^ 2-^y^)v^ 2-\f7a:.=. 
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So 

15 g^fe^^^TV^T1J J:V^«T/^dry^-:*7^x^?=./^ ; ±fBLfcg^$nTV^Tt) 

iV^Ca.gV'^ nT/W^/I/-;?7/^AtK::iyk ; ±fS L fcfi^ $ V ^ T J; V 

/V ; y ; ilBtfcg^^^tirv^T^) y -Xiti^-^BT /U^/UT K 

20 y ;±|aLycam$t^-■CV^-Ct>cfcV^^y — X{iv^-C6-i4 7'y-/^T5/ ;± 

fcg^$tLTV^-C% J;V^C3_8^^i5' PT7^=¥/i/-;^/Wx}s:^/V7 5: / ; ±13 tfc 
25 gm^:j^"CV^Tt>J:VMgi^T/^=3=3f'>'->^7y^:^^?=>'^r 5/ ; ±lBLfcgm^;^^ 
TV^T^ J:VMgiiT/^=3r/u;^7^:!j^^>'^T ^ / ; ±IBLfcgi^$tl-CVNTt) iV^ 
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1g«lil*/v#:^/w ; ±IB Ufcgm^3x"C v>T t i c 6 - 1 4 T y -^^^^ : -t 

IB Lfcttm^tuTV>-Cl> i V^C 7- 1 6 7" ^/V=^y^:t=3rv' ;±|B bfcttlfe$tL-CV^ 

J; V ^ c 6 - 1 4 T y - y 1^ - 7 ^ y v ;r =35- ; ± IB L fc e m $ ti. T V ^ T t. J: V N * / 
15 j:v>C6-i 4T y — ; ±iaLfcg^^$tbTv^-c^>ctv>C6_l4^ 

/UT^^i^ji- ; ;?7/w^'*'</v ; 5=-;^-;?7yv^^^-r /i^ ; -M (Ci_e) Tyu^^f 
25 5 ^j;V> L 7 (^Js 7 y /K y i^/l-s f-^^^ii/K y i^/ > 
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« (Ci_6) T/V^/l'f";^. ®a (Ci-e) T/^=3f7l';^/W7><::i;K iSi^ (C 

/^^-T/K v'-iBlft (C,_6) T>'i^=3r>'i'-:^7/w^*^7K ^y-Xfiv^-Ce- 
i4T!;-;v-:^;/w^*-i'>'i'jfeif-eR*^$nTV>rii j:v^) ; Jteif (JBiTs 

0t L<(*(i) 5;fev^Ll 4M(^^*b<fi5>^fcV^Ll 0 M) 

15 (ii) OM^^#:^^*«SX{* (iii) 7JfeV^Ll Q^MM^WM 

-jjv 2-t°yv^/K 4-t°y.v'/w). ^ryy/i^ (^jij. 2 

20 -^ryy/K 4-f■r>/y/^^ s-^ry^y/Ws ^^^rf-y^y/k (fii, 2-^ 
^f-i^y/i-s 4 -;t=¥^^>^y/^). y/i^ (^^y. 2-dry y/u, 3-=3ey y/K 
4-=3ryy/K 5-=3E^yy/K s-^ry y yu), ^ y^/ y/i^ (M> i--i'y=¥ 
y y /V. 3 ydf y y/K 4-^ y^ry y 5 --r y^y y /i^). t°y v^::^ 

t"" y ^ v'::^/^ 2 - t° y ^ v'::^/^, 4 - t° y ^ v^^/V) . t° a y yl^ (^J, 

25 1-tfny/K 2-i^i3y/K a-fc°o y /i-), ^ ^ij'^^/y/u i-^^^j^ 
i/y^K 2— r^iJ^)/y/K 4—1' ^ y /^)^ tfy yy/u (^fii, i-e^y' 
y 3 - 1" 7 y y /i^. 4 - 1° 7 y y /i-) . t° y ^' v^-/^ (^y. 3 - e y ^^v?^ 
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f-y y 3 ->< y^^-ty y > ^ f y /i^ (^ii. 1 — y > k y 

2-^y}^]}/K 3--(yV])JU), 2-^y/5=-Ty y/K ^^V' Cb] 
=/K (0'J^ [b] 3 — s^^^y [b] ^>^>^ 

5 [b] ^^^/l' iM. [b] 77=/K 3-^:/^ [b] 

3fe^<^^#J^5^im^S;^!)x.fit°Dy v'^/u (0k l-ifpyi^^/K 2-if 

/w). 5 y ^/V' 1 — r $ ^^y^ y ^/k 2-4 k y =/k 4 --f 
5 ]} , t"^ y v?=/u (^Rj, 1 - y v^^/u, 2 - y -✓'^^k 3 

DT/v^/wr^y ; ±labfcKm$nTv^T1> J:v^^y-X{*v'-C6_l4 7• 
y-/^T5 y ;±Et;tBm$tL■CV^T'bJ:v^^y -Xfiv=-C7_i6T^/^=^ 
25 yPT^y ; ±|BUfctt^^^tbTV^■Ct>J:V^C6_l 4Ty-/^-;&;i'xj^'=/^T^ 
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10 ^tf 5/^VNL7M^*S;{;/U#c:iyU; ±|2Ufcem$tl.TV^T^)ctV^C6_l4 
T y — yi';^ =ar •i^ ; ±IB L feSm ^ tLT V ^ T t) J; V ^ C 7 _ 1 6 T 7 /i'=¥/U;r ^ ; ± 
IB LfcBi^ $ tiT V^T t J; V^ C 6 _ 1 4 r y ; ±15 Lfc gi^ $ ttX V^T ti 
J;V^C7_ieT9^^^/l-5";r ; ±IB LfcS^^^ tLTV^T ^> i C e- 1 4 T y -71^ 

t fc em $ n T V ^ T t> J: V ^ c 6 - 1 4 T y - ;(7 xi< ^ :t V' ; ±1 B L yt am 

L /cfit^ $ V M: ct V ^ C B _ 1 4 T y -yl^;^ ; ±|B L /cft^ $ tLT V ^ 

T1>J;V^C6-l4Ty -yt/;^/^7 ^ =71^ ; ±IB U^cg^ ^ tlT V^T t> ct V> C e - 1 

3xTV^T'bcfcV'>;^7/u#^i/y^ ; ;(7/W^^^y^ ; ;V ; ^y— 

(Ci_8) T/L'=¥/^-;*/U/^*-r/i' ; (Ci_e) T/^^/v-;&/w-<^ 

/I- ; ^y -X«v^- C 6-1 47- y /v^-^^-f;u ; j^^H^J^^^^tcl^^Jl 

M-?^^^^f^y-X(±v^-5?fcV^L7M^»^:*/^/•?^^/^ ; ±|BLfcgJ^^ 
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i^!^i^/K 5^^=yK ^/i-zi^y/^) 

5 _ 6 ) T/l-^/K ^/-Xfiv'-^Sa (Ci _ 6 ) T/V'=ar>^^Z 5; 

{iv^-Ce . 1 4 TJJ-yPT^/, Cg - 8 i^iJ'or/^dr/W. mk (C^ _ e ) 

/W'^r/V^;^, M (Cj _ 6 ) T/l'^/l-;^/^7.^::^;K (C^ _ g ) T )V 

i^-^m (Ci _ 6 ) T/W'¥/v-:«;/w^^^yK ^7 -Xf:±-^^- C « - i 4 T 

V^T^>J;V^C3 _ 8 i/i^ DT/l-=¥/l-. ±lELfcg^$n-CV^TticfcV^C6 - 1 
20 Tjs/i/^/i', ±f2tfcCi _ 6 TJi^^;u-jj/U7i^-/u^ ±teLfcg}^ 

(Ci _ 6 ) T/^^/^;^/^'xi^=/K ±IBtfcg|j|$tiT v>-C% J;v^c ^-i 4 
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1 7M^^jl:^7/^/^^>r /V (M^ 2 - fcf y \^)V^}VA^^ 3 - 1° y 

V^C3 _ 8 v-i? P7'/U=3r/^, ±12 Lfcfflm^ tlT V^-r t> ct C g _ i 4 Ty- 

;^7/^/X = /K ±fEL;rce^^$^^TV^Tt5ctV^M (Ci _ g ) T/^'dr/^;^/^;J^ 
±12 LTtgJ^ ^ tiT V^T ct v^ c 6 - 1 4 T y —/i^^^/u 7J^ ,!f b^lff 
25 l*fcfi2^1i(Dgm^-C'gm$tLTV^Tt>J:v^7^y ;^s;Bv^bi^. ^£;6^-e 

^±iBLycz^y, gm^nTv^T^> iv^^y-Xftt^-M (Cj.g) t/i- 
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t>j:v^(£ii (Ci _ 8 ) Tji^^/i^-:^/u:^=^/i^r^/ ; Mife^^xTV^Tt) J;V> 
C3 _ 8 -y^viT/l-^Jl—i^/Uy^:^Jl-7 5.y ; fi^^$tLXV^T% J;v^^« (c 
5 i-e) T/W3^>'-;?7/i'xK=/wr ^ y ; g^^$ttTV^T^> ivMSii (Ci _ 

'fL-a^t; (I) fc^j;t)« (VII) {cJdV^t. xisi^UYit^weti^^-'^-t:?^ 

. m(Dfp<D-c-i!)^-o-. -N-^fcfi-s-t?g^fe$i^TV^■rt.=tv^S;^s^ 

V^btiSo T;^=3r i/^/S^yc:fir/^^::^i/:/£<Dct'(^-C-;65-o-^ -N- 

'zfxi\fviy^ ■:r^vi/fi^) ^jit^x-hc, _ g T/^=¥i/>'S/65$f 

20 ^ LV^„• 
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-fb-g-i^ (III) t-*3V^T. X''{*r/V=ar^i^S^^Oy^^— ^^L. 
4'(7)-C-;iS-0-, -N-*fc(i-S-T'gm$tlTV^6SJ *fcfi r«Jfe 

-N-^fc^i-S--eam^tl-CV^5SJ :eiS^^LV\ BulBLfc 
15 So 

(i) -x^ -w^ -x^ - (x^ *5j:tJ«x2 (i-en^'tbiiS^^^fciiEm^^* 

CO-N (RM -S-<^. R" *5j;t;«RMi^tb^'tL7K^J!^^^ /c«C 

(ii) -w^ -x^ -w^ - (x^ ^la^^S^Wb•rv^-C'b<kv^Cl _ ^ t/u^ 

l/i^S<lr. ^^Xm" {i^tl^ti-O-. -N (R" ) -co- N (R 

5 ) -%f^\t-S--k. R" *3J;tJ«R= \t^MtiimU=^-t.t.\-tC ^ _ 6 T 

25 X^ . X^ fcJ:tJ«X^ T'^^ttS ^tt^^£<^^LTV^T^>=tV^C, _ g T/V 

^v-^Sj © rci _ 6 T/i'^^vi^Sj bxfix y5"v>'^ y'ci 
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^ rc, _ 6 T/]^^uym (Dm^^tLxit. Ci _ 6 T/^=3ry^s m. 

R" *5j;tJ«R^ T':n^$H5Ci _ e T/^^/^Si: UTf*. ^^/K ^f^/K 
■7°nfcVK -fyyntVl'^ ^ y . sec-:/9^/K tert-T'^/K 

?fc;^)^T1jX^fc{lX''-e^$tia;^-<-f— ^: bTf:i^ -x^ -o-x^ - 
(X^ *5j;U«x2 (i^tT.^'tbl&-a-^^fcfimmS^WU-CV^T^ J:V^Cl _ 6 
T/Vdrl/^-S^^-r) ;OS0^t<. #tC-X* -O- (X^ ttlg-a^^-* f*® 

20 LV\ 

(ii)-xi -o- (x^ «*^■^^*/cM^feSS^^Ll:v^Tt)J:v^Cl _ 6 r 

25 (iii)-N (R" ) -X^ -O- (X^ M^S^WLTV^Tti j:V^Cl _ ^ T 

/u^yym^. R^ n7mm^i^ti\tc , _ g r/u^/^s^^i-). 

(iv)-S-X3 -O- (X^ ^ig1^£^#LTV^Tt>ctV^Cl _ g TJl^'^l^y 
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(v) -N (R^ ) -X' - (X^ ^igmS^*•tTV^Tt>J;V^Cl _ g T/W^W- 

(vi) -CO-N(R^ )-(R' f*7K^®T*fcf±Ci _ 6 T/Wdr/^S^7i^i-)s 
5 (vii)-X3 -S- (X^ ^igmS^WbTV^Tt> J:V^Cl _ 6 TJl^^u:y&^ 

(viii)-S-X3 -S- (X^ {*g^S^#tTV^Tt> j;V^C, _ e 7/^=¥V 
y^dE^V:/KSr^ ttif^-a^^. -N (R« ) -CO-N (R^ ) 

15 1 _ B T/W'^I^VSJ tLXila, ^^W'V, ai^ix^, ^nt°lx:/, ^5^^:/. 

R^ ^JcfO^R^ T'^^ttSCj _ 6 T/l^^/\^mt LXn. ^^/U. ^f-/K 
T'DtVK >ry7°DtVK y^^/K ^yr/^^K sec-y5=-/K tert-T'^/W, ^ 

(ii)-O-Y^ - (Y^ nWl^m^^ LX^^X h X\^C ^ _ e T/u-^l^i/S^ 

25 («»J. ;^^uy, :^^uy, yuh'uy) am^LK. 4#{cg^S^ttTV^ 
XhJ;:\*^:^'^uymf)mmxh^o *fc. Y*3j;t>*Y^ T'^$;h.SC, _ 6 r 

/u^yymitmm^<DiM'^H)m^ lv\ 
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it^^ (III); (IV) *5J;t5 (V) 13:*5V>T. ^E«g^fe£S:^UTV^r J: 

^L<fflv^btt«.o mm^momit. f!lx.«l?fev^L3fi. jtf*t<iii /iv^ 

10 ^k^ife (III), (IV) *3j;tJ« (V) t;:*5V^T, ^Efi-CHgCHaCOOHO 

15 ^b-a-i^dii) ^c*^v^T,^D^igl^S^W LTv^t^ J;v^-<^^f 

{b-a-i^ (III) ^^*5V^T. p*Jj;t>*qfi^^-?ixttmK^WLTV^Tl3 i V^;^ 

v^^S (^«J, ^^"U'i^. ^5"v-://ce<ir) ^liifn^m^^ti. ^i:i!)^xhc, _ ^ r 

25 §|S^«5S5S: 
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CH3 



10 _ 3 T/U^/um). (3) C, _ e T/Urndri/g (^J^ ^ h=3r^^;^^i:'(7)Ci _ 3 

y-/uS (^ij, (5) Ce - 1 4 Ty-/i/;r=3rv'^ (fi), :7^y 

15 ^tzlt (6) C7 _ 1 6 T7/l'^r/^;r=Jrv'S (^J, -<>'v>/k;t=ar^xS, 

20 flCi_6T/l-=idrv/S (^J^ p{ h^i//feir(^C,_3T;^=i^^:/£) LV^ 
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it^^ (II) JcioV^Ts R'^fcfiR'-e^^tiS ^g^^lSt^#u-cv^-c^)J; 

V^M (Ci _ 6 ) r/u=¥/K g^$tlTV^Tt>J:V^{Sii (C2 _ 6 ) T/v^ 
5 sm$ttTV^-c^>J;vM6a (C2 _ 6 ) r/v^:^/K fi^$^^XV^Tti 

10 ©;65^V^b:^^5o 

1 _ 6 ) T/U=i'^iy. ft^^$tL-CV^T^><tV^'(£^ (C, _ 6 ) T/^^yl'-:*/W 
7t?n/I^:t=arv^. ftife$tlTV^Tt><J;V^» (C^ _ g ) T^U^ dri/-:*;^;}?::^ 

-r/^:t=^^>. Bi^^HTV^XtictV^v?-®^ (Ci _ 6 ) Tyv^/i— ^/^^-^^ 

Xt>J:V^C7 _ 1 6 Tyji-^ji^^^'y. g^^tiXV^X t> J;v^c b _ 1 4 T 

R-tfcltR^X'^^tiS rg|^S^^LXV>Xtj J;V^;^;/^x^?d{^^^y^SJ it 
X{i.^J^f^.em£A^X^J^Lfcfim$nxv^xt> J;v^Ci _ 6 Tyu=3r/K 
gi^$;h/XVNX1i J:v>Ca _ , 4 Ty-/K Bm$t^xv^xt>cfcv>C7 _ 1 e 
25 T7/^^/^7^^if30^fe^«^sa^feS^lrWtXV^Xt> J:v^;&;^7jf:ar^/y^S/j^if:^s 
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7 7^-f/^> :^/^7^•:^^^/K tt^^^TV^Tt) iv^^ 

v^■r^J;v^M (Ci _ 6 ) T/^=3=¥v'-;&/^jj-'-/ur ^y ;gi^$nxv^-r 
t)J:v^(Si^ (Ci _ 6 ) r f^^)\^^>viir^=->^r ^ J ; g^^$i^■cv^r ^> J:v^C6 
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10 (Dutm^^fi^o 

R'^fcfiR'T'^^tiS rBi^S;^^LTV>Xfc J:V^;5;/V#>^X/i-£j U 
15 X«s R-^fc^R^T'^^t^S rg^^S>|r#LTV^Tt> j:V^:i7/U3!i?:3E^^y/^^j 

R*^fc{iR^-C^$ti.5 FTi/yL'Sj <b LT(1. R " ^/cf4R "^-e^^tu^ TT 

R^ tR'(D~:ff7!>^7i^mm'F(Dm. m:^it7i^mm'¥--^itfs:\,\ 
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-fyT'^/K sec-:;^^/K tert'-Z^/K ^^^f-/^^ -f y^i^f^/K 
5 X « i: b-C{4. ^*Jg^;45$f t bv\ 

ts:-$s, it-^m (II) tt(i)3,5-v5 7/W;^o-4-[(2,3-v^t Fp-iH-f ^^x>-l- 

10 ;v) :t =3r v'] ^ P ^-^^ (i i i) 4- ( [1, 1' - 1' 7 -3-^1' ^ 

p n^i^if >'::/P/^°y^, (iv)4-[(4,5-v^^ ^d{^V/-2-::^ h P^a: 
h=¥v^]-3-^ h^v^-<i/-^^^7°P/N°^^*D^J:0(v)4-[3-t KP=3ri/ 
-l-(4-t KP^iX-3-^ h=3ri/7 3^=7^)-2-(2-7< h y "i/n 
v-l-a-T^ ^=¥^^'<>'■^>'t/p/^•V^^-^*;^^V\ 
15 R^isit/R^i: LTfis 7KflJi^^ :7iy^iS^^, -<>'if>'^^^ 

T i V ^ /i- 4? =3f- , ^ ^ifV^ $r # L V ^ T -JX/i^S * fc i^if Sr 
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v^/vS ^ ft ^ y if ^ b V ^gl^S ^ ^ L T V > T i V ^ T ^ / S i: {± , 

(^J^ c^-^T;\^^jvm) J ^ ^^i/-^'y^^^L?^^v^g^^S^#l>TV^ 
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5 r/l-=rdrv'^ (C, _ 6 ) T /U=i^-y-^ /U^=ijU, ffil^ (C, _ g ) T 

ju^/i^^:ts (Ci _ e ) T/u^/v;^/^^^^^^, {ftii (Ci _ 6 ) T/v 

•=E-r/K 5";^-;«77W^.=e-r>'K ^/-M (C^ _ 5 ) T/u^;i— ;(;/Wn^^^;K 
(Ci _ 6 ) T/^dr/k-;«7/W^^-f/^f^ifT'g^$tlTV>T'b«fcV^) ; 
10 ^y-Xi-±P-i&m (Ci _ 6 ) T/l'^/i-T'?/ ; C3 _ 8 i^^oT/i^^/U; 
^^pyWb$;^^TV^T1> J;v^iga (Cj _ e ) ;M (C, _ 6 ) 

T/i-3^r-i/-;i7/^7j?^/lx ; i^^. (C, _ ^ ) T/^dr/i/f-;^ ; fSSJ (Ci _ 6 ) 
Tyi^^/p>^yU7^ =yu ; {SIfe (Ci _ e ) T/^d5./i';=^/^^^yu ; ±BLfc^y^ 

15 y-M (Ci _ 6 ) T/U^7l'-;^?/U/-?^^/l. ; (Ci _ 6 ) T/u^ 

20 ti^o 
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5 _ g i/^PT/l-=3r/K M (Ci _ 6 ) T/l-='=¥i/. (Ci _ 6 ) rivn 

^>--;^;/^/l?-/K M (Ci _ B ) T/^=ar/^^:t. « (Ci _ s ) TyWdf^ 
« (Ci _ 6 ) T/w=¥yu;^>'^3tv=/K ±IBLfc3^;=^x>'Hb 

(Ci _ 6 ) T/V=3f/^-;<7/W^*^/l., (Ci _ e ) T7l'dr/k-;(; 

T/Vdryl-T5 y ; C3 _ ^ ->^pT/1'^/W ; g^^SDP^a^bigf^nsemST- 
ftm^tT.TVNT^>J:VN'(£ii (Ci _ 6 ) T/l-nds^^^ ; M (C, _ g ) T/Ua 
; « (Cj _ g ) TyWdr/l-^:t ; » (Cj _ e ) T/l^^ 
; (Cj _ 6 ) TyL'=3E^/V';^/w*;=/^ ; ±iabfc:t;^xyHk; 

IS (Ci _ e ) T/l-^/^-;^/!^/^^^;^ ; e^^-Mi (Cj _ g ) T/W^/l— ;57 

2®, 1 ?'cCV^L4il(7:)^r pm^^^tp^y-Xfiv'- 7*^ 
25 ;i5^^^fe;}^'5o 
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^ uT )V^)V--^ fVif^=.)V, (Ci _ 6 ) r/^"3^^/^^/^7i^=./K {Sa (C 

10 -5L\i.x^-&. (Ci_6) r/v^/i'T^/. ^i^/v^/v-T^/. m.%:^iimii^hM 

25 fm^gmST'gm$tT.TV^T^j J:V^^Sj^ (Cg _ 6 ) T/I^-ir^/i, ; gl^gD 
P;^)-b^fm5g^£T*gm$:}^TV^Tt5i:v^« (Cg _ « ) T/i^^^yi^ ; 
g^^El¥}^l^»b^lf±';j^5ttm»-eg$^$nT^^T^>ct^^C3 _ « ^>i^PT/u=^ 
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$^tTV^T^> j;V><gM (C, _ 6 ) T/w^^/^^^^r ;4^/W^;V;{imSDiPd>6> 
ll^^tl5gmSTg^^^tlTV^T% J:v^M (Ci _ e ) T/^'^r/V'-;^;/^?)^^ 

•rv^Tt J:V>'fSiii (Ci _ 6 ) T/v^/v-:^>'i'^}^=/i-T^y ;g|^SEpd*b 

; g^SDil;^)^b5i^^tLSgm«Tgm$tuTv^Tti J:v>M (Ci _ 

15 ;^^-CV^Tt ctV^M (Ci _ g ) T /^^/i^:^^^t^=-^^r y ; gl^KDSlA^b 

20 mSDS¥^^bal{m5gmSTgm^nTV^Ttj J;V^-^-tem (C^ _ g ) T 

25 mm&Fm) -d^m^^ti^o 
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5 (i) Ci_6T/V=3r/wS> (ii) tKn=3rv'«. (iii) tKn=¥iX. T^y, C 

(iv) C6_i4Ty-/i':t^v'S*3j;tJ« (v) C7_i6T7/i^^y^^=¥i/S. 

(1) R-^^SS^cT)^^. 

R'i)^ (i) tKn=¥v^S. (ii) C i_6 7'/^=i v^. tlJV7\i-i<ci^. C^_^T)V 
15 =idrv--;^/i/7j^'=/^^ C i_6T/U=3r/V'-;*>'W#^^/K ^^"^ JV ^ ^y-Cj 
_ 6 T ;w ^ - ;^ /-^ ^ ^ yi^ *5 J: - C 1 _ 6 T /L- - ;<7 yi^ ^ >f 7^ /i)^ b ^ 
5p55^b5lfm5gmS^^LTV>Ttj J;V^Cl_6T/^=I=3^^/S^ (iii) C ^- 
gT/^^^/^;t.^->S. (iv) C 3_8V/^ nT/^=¥/U;a-^^>£. ( v ) /^ n ^^^VI^ 

(4 (vi) ^mm^-m^l^g^M-?. ^iS^m^*3j;«^Jg^^;6^b®fm5 IX 

(2) R = ;6>7Kl^mT-(Dm-a^, 

R-'id^ (i) Ci.gT/^dr/uS. (ii) C^.^^T y -y^S. (iii) ;^«J!l^JiJl^ 

O-^x P ^Ir^tf 5 ^cC V^ L 7 MlS^mS bT V > T <t V > C 1 _ s T/i' 3 dp 
i^Sx (iv) uT )V^)Vir^^ym. (v) /np J;D«/^^-i7^~ 
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(vii) ^^JWi^«^^^^:^mM^^ mnm^i3^xfmmm^f}^bm\-£ti?>ixit 

2 ®, 1 V^ L 4 P M^^-ttf 5 >^iV^ L 7 M^*^*T\ 

7i^mjM.^t.fzity ymm^x\ R'-^^ymm'Fx. R'':^^7mm'f-x\ r^^^c^ 

15 df^v-, T'P/K^v', >r y:/n>j^=3{^-» *fcfiC6_i4T y-/U;a-=¥v'S 

^fc. it^m ni) t LTfi. R'^^a^gi^S^WbTV^X'b j:v^C6-l4Ty- 
«Ci_6T/i^='=¥-^S (^J. y h=^v-) X\ R = ^^7K*m^T\ X^;OSi?*ig^ 
T\ R^jO^TKigjig^X'. R^^SyNny^I^^, Ci_6T/W=¥/K Ci-eT/^^^ 

25 LV\ 

^b-a-^ (II) i LTfi. #C;$s^ ^ 
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10 ^<D'bO;6S^V>bttao 

R*;iS (i) Ci_6T/V^yl^«. (ii) tKn^^^S^ (iii) tK 

/u. v?- C i_6T/V'^/i'-;^7yi//-^^'l'/k, h y -C i-gT/u^/^v-y /u;?!-:^-^/ 

ilfmsgi^S^WL-cv^-cti J;v^c i_6T/L'=^^^:/S. (iv) Ce-x^TV- 

20 V\ 

iij^flsS^t^ti, ^k^J^ (II) tLXfi. m^it. 3, 5-v?7/^;^P-4 

- Ii3 -y =r. y ^iyy :j^=./u) h^^v-] ^v-^^y p/n°:/^. 3-7/u:ro 
-4- [(3 -^'aiy deiy^a.^/!^) 7{ h^iX] ^y^y'yt2/<y^^ 3- (4 

- {[3- (4-^PP73i/^->» ^yp/u2 -3. 5-i>y/U:tm 
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yau^)V) -fxi^^vW.. 3- (3, 'b-V'y ^- {[3- {^-yjvir 

n^zii/^i/) ^>v?/U] ;a-dri/} -fviy^ym. 3- (3, 

y;U:ttt-4 - {[3- (4 ^yV^^i/ dri/) ^^^i^^/l^] ;^-s3e^v/} 
■:/D/-?y^, 3- (3-7y^;tP-4- {[3- ( 2 -7/^:^0 7 jty ^^s^^x) -< 
5 ypji^l :7 3i-/I/) 7"D/^°y^^ 3- (3 -:7;1/:^p - 4 - {[3- (3 

-7/U;tn:7 3iy ^y-V^/U^ ^a^c^/k) ^p/-^:/^, 3- (3 

- {[3- (4-7;w;^-n7 3iy dr->') ^y-i;?/^] 

::^7V) yD/-?V^, 3- (3-7;W;^o-4- {[3- (4-^nP7a:/dE^v') 
^y-v'/k] ;e-=3r>'} ^o::::!/!/) yu^^ym. 3" ( 3 - 37/1^;^- P - 4 - { [3- 
10 (4-^f^7^7aiy ^v^) ^^^v^/W] ;e-drv'} 7'P^^°yi!^ 3- {3 

-7(^/i'-4- [(3-7cty dE^':x^i^i;'/W ;r=arv'] 7^.=/^} yny-^ym^ 

hL<it3- (4- {[3- (4-7/l>:^n7a:>'#i/) ^yi^jl^l - 

SFi:tT«. (i) C i_6T/W=3f-yi.S^ 

(ii) C 1 _ 6 Tyu=¥/i-*5 <t t/C 1 _6 T/u^" t> ^ct biifms 
20 ^Wt-rV^TtJJ:V^C6-l4■?'l^-^^S^ 

(iii) t: KP^v'S^ 

(iv) t KP=¥v^^ C i-eT/I^^i^v^^ T^/s C i_6T/l-=i^v'-:5t7/^7n':^ 
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(v) C2-6T>'^=^->'^^^"=^v^S^ 

(vi) Cs-s^>^^y^^^^^^^i^^. 

(vii) /M3y:/M^, ^^l3yWb$nTV^T1> J;V>Ci_6T/^^7K Ci.gT 

^ LTV^T t> J; ^^ C 6- J 4 T y -7^;<^^ v-S, 

(viii) C7_i6T7/^#yi';r=¥v'S, 

(ix) j^mj^^St^tJi^^m-?^. ^5S^j!g^*3J;tJ«S&m^:d=>e)^«tL5 iXtt 

10 (x) mmm'f-sxm^^mm'f: ^nm^i^jL-ammm^^^^mifti^ixn 

2 m. 1 Tie V^ L 4 Piii^^^tf 5 V^ L 7 M^^S£*5 i XJ^ 

(xi) q 1 _ 3 T/V'^r if d> b jifms gmS^# b 

f^/K >^nt:VK y7" n tVi/) . (ii) C^_eT^u^;P p< f^/^. 

^S^Wtrv^Tib J;v^C6-i4^i'->'^ (^J> 7^:^/k (iii) 

C,_i5T7/^=¥/u m. ^>'i^/^), (iv) Ci_6Ty^='drv' / h^v', 
^h^v^. ::/pxK=3rv-. y:/o/i^°=¥v') io^xi (v) c e-i 4T y -/i';t^v' 

20 L.v\ 
25 tv\ 

\\L^m (V) ^^*DV^T. RMifti-^i^ (II) (D^^ bnnmxhh^ (liKDiB-i- 
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mt^rn (IV) tmmvh^^ 
^k^tj (VI) ^c*DV^T. zfigia«<SrW-t5Ci_3T/u=3ru^/S(D rci_3 

T'nfcVK -Yy/Ptf/K :7'5^/K >f y/^/K sec->^^/K tert- 

^ E ft BU IB i IWl E^'C 5 „ 

'fl^-a-'-l^ (III) i: UTfi. 




25 



wo 2005/051373 



PCT/JP2004/017996 



86 




^ D ;t U T V ^ T t> i V ^Si^£:OS/^ p ^ t fc fl C 1 _ 6 r yw=3r/^ST'. 

(1) ( i ) c^.,r/u^/i^m. 

(ii) c 1 _ 6 T7U^/u*3 J: tJ«c 1 _ 6 T/i' 3 ^ v-^a^ b § bMitti 5 gIfeS 

10 (iii) fc Kp:^^-^^, 

(iv) t Kadr^y, C ,-oT^^=i^^y. T?/, C i _6 T/W^ v-- 

(v) C2-6^^i^^=>'i^^=^^>'S. 

(vi) Ca.gV^iJ' PT/U:^/^;^:^^^^^ 

20 (vii) /^D<5f>M?^ /^oyV{l^^n•CV^Tfc j;V^Cl_6T/^^/K Ci_6T 

W L T V J; V^ C 6 _ 1 4 T y =3r v^S. 
(viii) C7_ie7'7/^^/^:t=^i/S^ 
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(2) (i) y^o^^m^, (ii) Ci_6r/l'^/^*3J;T>* (iii) Ci-flT/l'^ 




10 T\ 

Xfi^-a^^, - (CHg) m^-o- (mMio;^^v^L3(7:>Sfc^^-r) > -c 

H (CH3) -0-, -CONH-t.tcn-S- (CHg) m^-O- (m^ttl 
15 ;feV^t 3(DSm^^i-) T\ 

20 ($?^ U< ft7^-/I/S) . (2)C^_eT/^=^r/^^^LTV^Tt> J:V^C 
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5 X\ 

Xlb^l^'^^. - (CHa) m»-0- (m 0 ^^V> L 3 (D^^^^-f) , -C 
H (CH3) -0-. -CONH-$fc(l-S- (CHg) m^-O- (m^fil 
10 ^cCV^L 3 (DSfC^^i") "C. 

^b{cfi, 'fb-a^^^(I) t LT(±. iiA:05 (i) (1) Ci_6T/u^/u*5j;r/C, 
_ g T/i^^' v-:6^ e> biitf n 6 fiifeK^W LT VN-r J: c 6 _ 1 4 T 

15 y-/i^S (^f* L< fl^^r^/l^S) , (2)Cl_6T/^dr/^^WL-CV^T^> j;v^C 

(ii) Ci_6T/i'^/^*5<):U«Ci_6T/^='=ar>/;5sb7^C5i^;6^e) 
20 S(^ti5g*^*^-<i/-^^#±t:i^LTV^-rt) cl:v> 
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X\ 

X-A^-O-. -CHg-O-^yhtt-CH (CH3) -O- (^ftL<f4. -O 

5 -tfc«-cH2-o-) -e. 

immxm\i^h^M^^mh ltw:.. 2002-265457 

#^2 0 0 2-2 1 2 1 7 1-^, #F?i 2 0 0 1 - 2 2 6 3 5 0 -^v 2 
10 001-199971-^, 2000-198772-^, #M 2 0 0 0-8 
0086 -t, #W 2000-34266 09-323983-^, i|# 
M^po 8-3 110 6 ^^fi:^\Z.'mi.(n>\\L^m^m\^-^^h^X^-bo 

#^itSi:<Dit, ^ y ^i:© 

20 /UT?:^, v^iJ' P^df ^y/WT- $ v^v^^ n^:3S^i/yl/T ^ N, N' -i^^y 

mmt(Dm.(Dt^mti:mtLxit. MK.i-t^m. mm. hvy^^^mmm. 
y-r/i^m. -y^^m. m^m. -^i^^ym. i^^^^ym. ])y 

25 =i'm. / ^ y::^/i^yi^ym. ^y-^y:^^\^7t^ym. p - h^i^^y:^/i^^ym^t 

(Dmmifbfi?>o m.mi^r5.ymt(DM.<DBmt£mtLXit. m^arjv^ 
^y. ')^yy. ■^jv=.'^i^^h(n>m^mih^. m'^T%jmh(o'^(onwi 
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;*y±IS^M:^ (M> :^77Vv'^>A:S, -^^^-yt^Am-s ^^]}pJ=^^m) ^(O^ 

^jvm.. i/^'^m. m^w.. -^y^^^^m. ^^ym. ^^^^^^ ^ 

^mm(Dit^m (I), it^m (ii)> it^m (hd. -fb^ti dv). ^-^ii^ (v), 

10 -fb-^tJ (VI). it^^ (VII) (£iTx ^^moit^^ (A) 

mm^^^!^jt^izxy)if:mm<D^t^m (a) i^^-rs-fb^t/^ -r^^tp^i^* 

15 5o 

*l§B>goib'g^t) (A) (^yp 5/^"<b L-c«. ^p^cD-fb^fe (A) or 

(A) <DT5 yS:6S^-r ^'i^-y^/Wbs T^^/Mb. ^^5^/i-T5 y ;!7/w 
#^/Hbs (5 2-;r=ary- 1 , 3-v';:t-dry U':x-4--i'y^) 7^ h 
20 ^v^;(7/i-#-/Wb. xh^t Knyy -Mb, t° p y i^'/uy ^/Hb, tV^" p 4 
/i-;r^>-y f^/Wb> tert-7'9"/Hb$tLyc'fb^#j^) ; «5^(^{b-a-*^ (A) <D 

7m&-A^Tiy/uit. T/u^/Ht. Vomits ^'C^mit^fitcit^i^/i m^i-^. 

25 y ^/^:^/W7jfz^7Wb^tlfc|b'a^Jfe^) •,^mm<Di[:^m (a) (7);5;/u>!Kdri/S;iS 

^;^x/wb. hit^fifcit^m m^it. ^?im(Dit^m (a) (^;(7/^4? 
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0*b<. «Pj©{b^#j (I), -fb-^ij^ (II). jb^ti (III). ^ 

(IV). -fb-a-tJ (V). \t-^m (VD ©;&/l';J?drWl-£;dM^/K ^^/K tert 
-•:r^jvfiL}£(0(Z^ _ 6 T7i'=3r/w-£-e^y5.-r/Hb$;h.fcfb-a'ti;5S0* L<fflv^ 




(ID 

COOR 



*fc. i^^^^(0\\L^m (A) OT'P K^iy:^^^. J[£:>lilS/Sl 9 9 O^fll 
S6tJ^f4=-e«e^Ojb-a^i^ (A) {C'^jb1-§tiC)TfeoTt) J;V\ 
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92 

^ISPJ^^k^ti (II) fi. 0iJx.«j^iT<^Rli&^iT*^$tL5;^&^fc{i:itL 

^=e4b\ ^mmoit^m (IV) fc^iti^Mb-a-^ (v) f:3:, it^^ (id tiwiiticL 

10 Ti5i3t-t-5i:<b;dST't§o 

il^^m (!') ^ (ID «miS$^xTVN5t>©;^^^(cA¥T'#. t.fc^ S#: 
* ^ C o TMiiti- 5 i <!: t> T' # 6 „ 

SfS^^ 1 




15 it^m (III') C^cf', R«' tt«^S^WbTV^Tt3 J:v^;^'^t;7X^£^7J^-r„ ]. 

t^t^m (II') c^'t', L(«iis;^^-t-„ ] t^Mmo^^rvm^-r^:: 



wo 2005/051373 PCT/JP2004/017996 

93 

g) T/W'^^/H X ^tt^^^$tlTV^-C'^>J;V^C3_8i/^5'aT/^^r/^J , rgi^$ 

20 y TK^-fb^^y !>i»/c^<^^(DMiiitss. ^i^-j- h y >>i.. ^i^;f7 y 
<^J£Sttli^> t°y v?^, /i^^v'i^^^ if <^^#]^T 5 i^^, h y aif-zur ^ 

^ y :/p tVi^T ^ h y -f^)VT % y, y-fu \^,VT % 

25 y N-p< f^/u y v':/^ N-p( p y n-p< ^yu^/u^N y y/^ <!f (d 

itmm. -^hyi^AT^K. y5^!^'i^i;^^y7"^tv^T^ k. yf->>A^^ih 



wo 2005/051373 PCT/JP2004/017996 

94 

i-h])^J>> tert->^ b ^^^^ H\ y !J7 A tert-'f h =3r V 
jgT/i-3=¥ixK^^^';65^{f f>^5o mbSSfl. -fb-a-tJ (I') l^M^i^ 

UT^ K/=e^OT5:KS. ^nn-a^jVJ^^ Bg:^<b^*^ 1,2- 

^f&B#P^}tii'M 1 0 ^^/cCV^ Ul^ 1 2 nWis 0t. L < i'Xm 2 0 ^^/^V^ LItl 6 

ti:\^^Lm 1 0 0°CXh^o 
20 jt-a^i|^ (III') {4, X^-^i^^^J^T-om-g^. jb-^;^ (D irL;^^!:^'^^^^ 
mxh^it^m (II') i:^B'fat-j:'9jUJ.7K^iJ(D#^T-ell'^-r§::<!;(cJ:oT 

25 17 y {b^J^ l^^^-x/i^^tfr if 7Ki?^b■:^ hV^J^. 7ii.mit:ti y !> 



wo 2005/051373 PCT/JP2004/0 17996 

95 

^:tie)^*3j:0:^Sfi. it^^ (I') I'^M^mLxmo. 1~10^7K 
■^L<nmO. 1~5. 0^/^^V^5o 

10 iror 5: ^^^^^ ^/^;^/^7f;dr^x Yfa }£(n>7.)vi^^%/ ^m^i ifo^Bii L < 

Umtmno--2 0 0°C, t<{40~l 5 O'CXh^o 

(III') fi. X»>6S^«Ji^©:^^^ -fl^^/^ (!•) i: L;55t Kn:3^e/ 
15 ST'^jS-fb-^J^ (II') t^%m^f^s {i/y^i/T. (Synthesis) , 1 9 8 1 
1 - 2 7H) trflJffiLTli-a^-rsr <ir{c:j;oTt>Miii-Sr i:/5^~-e#5o 
i^Si^i^ft. (I') th-i)^}^ Yx^^i^&Xhhit-km (II') .h^. Ti/ 

20 (^!l, h ]) 7 3i=/^*;^:7^ V^)y'^jv:^7.y 4 yfaif) (D^-^yx^ 

^b^i^ (ir ) (D^m^\t. it^m (r ) i ^m^m ^ i ;tev^ Lm 5 

25 ^'tL^I::-^^ (!') i*>'Wic^b. |^l;:^v^LI^5^y^, ^*L<{i|^Il;fev^L 
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96 

^p^drf-i^^ ^'^f-i^?^^ N,N-y^^/l^7is/UAT5 h\ N,N- 

it-B-m (II) {4. ^fe6V^{i:teS^^V^T'^h^tl (III') x/wS^;!}fl 

Oit^ttig®, h y hdrv- h\ h y -^Aai hdrv-K. ;!7yr>AM = 

-^i^ (III') l^/K^^L-Cl^O. 5~10^/K ^*L<MO. 5~6^ 



wo 2005/051373 PCT/JP2004/017996 

97 

±hr^ hv^ ir<^T 5 KS. z^^nu^'^y, -i^uvi Tjx/viN, mmt^m. i, 2- 

^SMSfiii^- 1 0~2 0 0°C. 0^ L< {*0~ 1 2 0°CT^fe5o 
^mm(Dih^im (HD fi> ^3|xL(^£^TOK^S:^2T*^$;^^5;^^^fe^im 

:^mm<^i\:^m (vd f*. jb-^j^ (hd trnm^Lxmrn-t^i^tii^ 
^ti^i^ (iv). (V), (vr) isxxf mi') nnim^tix\^^?)^(D^mBi^ 




(VIID (III) 

it^m (v) {li-a-j^ (IV') (o:fy/u:r<::^/um^m7u'r^:LtKx^mm-r 



wo 2005/051373 PCT/JP2004/017996 

98 

/K ryv^/V5!i?7:/S*fc{i-i;'7i?7:/o«'^> -fb-a-ti (iV) i 

^MZM LXm 1 LmiO ^/K b < f**^) 1 ^.ev^ 5 ^/K 

mm'Dmmmi-iit'^m dv ) i ^bm^^ vxm 5 7i^v^ u*^ i o o o sft%v 

25 V>b:H5„ 7K*M<7)^ffi4«. -fb-a^i^ (IV) l^/l-lcMbT^tl.^tt^lJ'^V^ 



wo 2005/051373 PCT/JP2004/017996 

99 

10 SJS «^ V > S m5^M (omm-^A S V ^ f* fiili© ^tt*5 i J; o r m 
miO O^jET'fc-So 

15 it^!^ (VI') C^>t>. L{i»S^:^-r] {i> -fb-a-i^ (V) (^t Ka=¥v'S 

<D/^u^'ym^. m:^i~£y^ y:^/^7i^^/^:t^'y. yp^/uyi^=^/u:i-^-y, 
f y ^ un ^y:^jU7S^z^/\>:t^i^f£t"(Dy^a>^yjt^tiX\^^XhXyi^C I _ 

1 0 Ty-yl';^/i^*=/L-;^-drv'£j i:L-C(i. ^Jx.f^><^/K J^f'/l'J'^ if C 
j;t>'::^ h P Et^S^ 1 L 3 jHW v^T t> J; v^:7 ^ -/W;=^/k 
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Mo 

5 y H^f b y V B^it vyt^ n yyit y 

fb-^tJ (V) l^/^^^:?E^LT/^py>'^bi^JS:^0. 1 J^^V^L*^3 O^/K 

^;VT 5 by tf/vT 5 h y -ff-jvr 5 N-a^^/Vv?-r y t° 
/WT5;:^. v^^D^^v'/^v^T^^^/^T'?: :^^)vr ^ j ^yy^ n,n- 
v^^5^/ur^y N-p<9^/^fc°^y v^>', N-^5^/pt°P y v^;/, N-^ff^/V'^/i^ 
xj^y :/fi^(^m3j^T5 >'a)te<Lf;a5^Jf ?5tb5„ ^i-^i^ (v') i ^/i.jj:*)-lt 

20 l,4-i/;t=¥f->, \,2--y :^ V^-y^^yfl}f:(0^—y-)V'^. N, N-i/^ f-/u-7)Nyw 
^iS' if o/N p Wb;^^b7Km®^c if fefi^^x if 

(^F^T'fcSo SlSM-^ttiiSf^- 1 0;^^V^Lj^2 0 O'C. ^*L<(ij^-10 



wo 2005/051373 PCT/JP2004/017996 

101 

^JfPjtbSo -fb^i^ (V) i^y^}3:*fLT;^/^7^=/Hb^J^i^i^jJV^L^2 0 

f-zl^T^::/, h y T^n tVU-T 5: 7^9^ /^T ^ N-^ 5^71/ v^>r yT'p t° 

(omrn'mmtii^t^mnhn^. it-^'^ (V) l^/^(^:^L-c^£^l1)l?^^v^ 

25 ^J!&B#FBl{4ii» 1 0 ^^iV^ 1 2 f^fsl. 0* U < {41^ 1 0 ^/iV^ 5 
^FB^-efcSo SJ^^m-Sfiii^*^- 3 0^^iV^Utll 5 0 "C. 04 L< f4|^- 2 0 
^'^V^LI^ 1 0 0°C-C^-5o 



wo 2005/051373 PCT/JP2004/017996 
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fi. x''iimmB^h^\'^i±mnm^(Dm^. it^m (vr) tit^^ (vid 

msBT^ym. Tk^^b-^-h y TKl^-fb:^ y !>A/£^oT/i-;^ y^S7X* 

h=3s-v^F\ •:>-hy!>A tert-:/ h^v^K. ;i7y!>i» tert-:/ h H^.^ <if <^)^ 
jgT;^='drv-KP^^ir;65^t:f e>tt5o ^itib^Sfi^ -fl^-^ti (viiD i-=e-/Kc 
*r LTJ^ 1 ~ 1 0 ^/K b < ft*^ 1 ~ 3 ^y^ffiV^;5o 



wo 2005/051373 PCT/JP2004/017996 

103 

h^t Kn:7 7y,l,4-v';^=Srf-:/,l,2-v^p< h^i^^^yts:if(D:^—v-J]^m. 
y hV£^<^T5 Km v?i^DD7«i5'^^> ^5'^P7|^/^i^. M-fbl^*. 1,2- 

-fb-a^t) (viir) fi. x'';05^*M^fc§vNM^ii^^(D#'a', it^m (v) 

.t-fb-a-ti (Vir) ornate: i«?m7X^iJo#STT'|g-a-rSw tie: J; oTt>^ 
r.Hb^*3J;T>*ll«{i. -fb-a-^ (vir). 1 -^t/KcjtLTI^o. i~io^/k 

0*L<{i*>lO. 1~5. O^/l^fflV^^o 



wo 2005/051373 PCT/JP2004/0 17996 

104 

5 Mft{*ai#0~2 0 0°C. 0^L< f*0~ 1 5 0°C-T:fc5o 

-fb-^i^ (viir) ft. :^''ii^mMU=s-(o^'h. it^i^ (v) (vir) 

t^^M^l^- ii^y-^i^:^ (Synthesis). 1981^. 1-27 M) ^IrfUffi L 

Tfi^-r 2) r ^ j; o r 1i ®i5t-t ^ i -e # 5 „ 
^SJ!&lt. -fb-^ti (VII') tit^m (V) Tyv?;(;/w^>'i^>'3i^yK 
10 T>'v';&>'V5!K>^^i^-f y^'PtVK 1, i'-(T>/'^^;?;/wjj?=/v)i^i:f'<y t^i^^c^ 

^b^ife (V) (D^^ffiftti. it^im (Vir) l^/H^*|-L. |^lJfeV^L;^5^ 
/K $ftL<HJi^l5^£V^tltl2^/U'T?fcSo 

(VII') 1^/Kc^Ls I!) 1 /.ev^LI<\) 5^yw. ^ L< (4^ 1 ;tev^ 

20 i/^ y7°n tVw^— T/i^. v^7ai = /W^ — r/i/. x h 7 t K o :7 7 1,4--:^ 
^n^^^l^, ^^■^y:^i:if(DU^t:^mm. N, N-v?^ 5^/^*:yi^AT 5 h\ N,N- 
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Lmi 0 ovvh^o 
it^m (in) ^fcsvM*i&£*>^v^-cjb-^ife (vnr) <D3i;j?>x/vssr 

10 E(omm>iikwm. "^-by ":^^y !>i^^^=3ev'^^ :^7y»>Am 

-fb-^!^ (VIII') 1^MZ.%\.-Cm0 . 5~ 1 O^/K b< «*^0. 5~6 

20 h^i/^i?://^ ^'OJi— X/I/IS. N.N-v'^ ^/I'^iJ^yl/AT 5; K. N,N-v?^^ykT 
-fe h T 5: K5^e if ^ Hm v^i^^nnpfiJ^y, :^'pn Eg:^-!!^;^*. 1, 2- 

^;;^?p^3:^?yfj^if©/^^y:x«^b7Kmm> T-ferh=^hy/K 7"t3 fcf;t= h 

25 ^/jiif^JS^t LV\ " 

1 o~2 0 o°c. 0^ L< fio~i 2 o°c-efe5o 



wo 2005/051373 PCT/JP2004/017996 
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it^m (I) ■^tat (VII) fi. ±mmmmcmcxmmx-^^„ 

tt§ ct 5 fi:^m&-AmX^tifc (DXh^Xh X < , RJt^m^^-'Wi^JiL^ CX^ 

soi^tt 1 V > L 3 mu^x h ^ o 

V^Ci _ 6 T/i-=¥/^ (i^iix-ff. ^^/w. :/otVK -ry7°ntVK :/ 

tifj.<^fiifes<b LTtt. /M3<^'^jii^ m.m. 9zm. Br:7m 

^5"/K tert-T'f^/l^/i if), Ci _ g 7 y -/^ (^^ll^tf^ 73:c^/K •:^:7^/^ 

WtTV^Ttj J;v>Ci _ 6 T;v^;v (M;t(±\ ^^/K ^^/K ^p tVK ^ 
25 yyp tVK >^5^/K •tert-:/5^/V/^<t'), 73i::^/K Cy _ i „ T7/^=^>'^ 



wo 2005/051373 PCT/JP2004/017996 
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m:tlt, /^/v^ teit-y'^juf£tn. C7 _ I 0 T 9/^^/1^ (Mx. 

5 a, -<yi:^/uts:if), Ce _ 1 0 ry^/u m^it. :7a.=/K ■:^7f-yuj^c^). 

e>ti5>65. «^!l;tff^. U^s m^^. t K7v?^. :7a.c^/kt K^i^^-s N-^ 
(II) *3j;tj?fb^ti (III) ^-a-figt-^^ <!rj55-e#5o mfe<7)SjSt UT(i. 

15 m^^t^ if^i^fb^ftM 1 4 , 1 1 9 7 7^ ^.eift-iB«co 

*IS?^-e>ffiV^e);j^S^l^'a'#^H. ±lBbyti^3tfe^^ia 2 0 02-26545 
7-^, iitM 2002-212171 «l#M2601-226350#. #M 

2001-199971^. 2000-198772 2 0 0 0- 

20 8 0 0 8 6 iitffi 2000-34266^, ^M^p 09-323983^, 

#gg¥0 8-3 1 1 0 6 5•§•>^^^^c|B«.o-:;^^fe^^:spC"CJ^3t■t-5;li:;55-et5„ 
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■:^m^<D\^-^m\m{^7m ^ h. ^ c. ^ = s) ^-era^nrvN 

10 if.%m<0\Y.^m(n> 1 4 2 7 3^^#atBP«fif^ffi(*. ^A^-t^W^m 1 t-IB 
4fe o ;^ & 6 V ^ f i ^ t ^ 2p C 5 ^ ffl V ^ T M ^ -r 5 r /55 -e ^ 5 o 

irpi&ia-rs^^jasfes) 1427 3gw^*:mtip®if^ffl^ ^^jr 1 4 2 7 3 

15 fe. ^^f^ 1 4 2 7 3 g^#:MPtS^IJ. ^?^L<fi 14273 ^^fls:^^K)^J 
20 (ACTH) ^mm^iPM. J^*^/^*:/:^»ffif^ffls i5^VU 

;&=?:/1i-<7'5=-K-l (GLP-l) ^iJHt^f^ffi (^*L<(i, J5IM/ia;0^ 

^hi^:^mnipi^. (ACTH) ^mnufpm. 

25 /^^>'^9•^WJf^ffl^ =i'i^^^rf^ K- 1 (G L P - 1 ) ^miS:miPm) 

ts:if^^LX\^^^(D-Vs irn-/P^^|^f5^iJ, sk^^^'/u-t 

^-/i^mmMs mmMmmm m^L<it. mmmmxomm^MmMim). 



wo 2005/051373 PCT/JP2004/017996 
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'<y:!^v ym.w.mwm. :^h\yy^mmu wm&um'^^-^^'ey (acth) 
m^mmm. ^^t^/i^^ey^^mmwnk ^ji-^^iym-<-fi-h'-i (glp- 
1) Mmmn m^L<its mmmmi!)^h(Di!fv ±n-;i^^mmmk ifa-t" 

TH) ^mmm. ^^t^^u^y^^mmmm. ^/i^:ij^'ym^^^v-i (g 

LP-l) i^SM^i]) /^^t LT^ffl-efcSo 

10 VVTsmW.Wi^^^^^'yo 

*l§P^(D-fb^t/^-g-WL.T/i5limft> "iMife? m7L\t. -^^y^^ yy 
/nA;^^-, !>f-=¥. ^>=i. ^p?. t5/v?, f-/K t: iC>5^LT> 

#nfcl 4 2 7 3S^^«fgIlfi^5^^ffl^WLTV^S<^T^ 1 4 2 7 3 
Bi-^-f-5^amoPWJ^fc{41 4 2 7 S^^^s^SM-^-f 5?S^^fc{im 

15 • imnh UTWffi-efc^o 

1 (GLP-l) ^«ji{^ffl^ceif) ^^S<3V^T. ^fijx.ffs W)irlglt 

mmmm. i&«i!E> -i- v;^ y mmm'&. mmmm. ^^Mm 
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y (CCK), h]J >;/i5'>f ytif hi;— <^^K (G i p), :^:^hVys 
i^'Vi/;?? rfV^^T"^ K- 1 (GLP-1). y-^ h^^^y, h]} yMcm^ 

•f'fy^^y:^v^ =^=2.—x2'ry'yys -^y^y-. — o^^^^ky^ z^y^ 

m (PTC A) '^(DnmWs '^mM. m'bmm<Dm.!km'ti'mm. ikw^mt 
15 ^ :¥m&. BikW'im^. ^mmm& . m0.. T a n g i e r ^ 

:^mm(Djt^!^^^^Lxfj:^mMn. wm&mmts/i-^y (a 
20 CTH) '^mm^w^ m^L<i-i. ©jm^^ji^^^/i-^^ (acth) 

mm. iftikjE. nmmn. wm^&.Mm^. «f^5^. mnm. 



wo 2005/051373 PCT/JP2004/0 17996 

111 

Aci:Hwik!Km.m. ^mWiB m^\^. mm^s ^m^. 

::t\ -Y y y^^M ( i M) mWim. -fy:^}) yf^^^ 

20 >JU 2 6mg/d 7 5 g^P^K^^l^A^S^ii^ (7 5 gOG 

TT) 2mm\$.{^m^m\^i^n^^f\^p-:^mm)i)^^ oomg/d 

mW(h.m\^mif § if'Vua -^«||) ;6UlOmg/dl tI^^^ fcfi 7 5 g E 
25 p:/K!>lt:fti^^!g^ (7 5 gOGTT) 2B#TO (i^)m«^3:*5{t5^/^='- 
:^M) :iSl 4 Omg/d l*"«^lr^1-^^^,J (iE^M) -tr/cCV^iy^^|^, 



wo 2005/051373 PCT/JP2004/0 1 7996 
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= 2 6ing/d 1 sxjixh^s 7 5 g^PT'K'i^mA^ 

Sjy>r3-;?.^tg) 2 6mg/d l*ril?fe"9. /i^o, 7 5g^lP:7 K!J' 

10 SX±20 Omg/d l*#S$r^i-MT'fcSo$btC,ADA(7)#^Jc:J:;}xtf, 
3g)tB#jflL$t{it (»lfc.itf-*5lt5i//^n-^ji^) ;aSl i Omg/d ^±1 
2 6mg/d 1 I FG (Impaired Fasting Glucose) i: ll^.S^o 

WHOOn^K^flit, ^IFG (Impaired Fasting Glucose) ©5 

7 5 g^p:/K!>*l:ft#^il2W^ (M«t^*3ftSi//^='-;^aS) 

15 1 4 Omg/d 1 ^i^-efe-Si^^^ I FG (Impaired Fasting Glycemia) 

it^ffi^f"; I F G (Impaired Fasting Glucose) J:: t>* I F G (Impaired 
Fasting Glycemia) (D^m -mmmtLX -hm^^hn 6 o ^ b i:: . (D it 

20 ^i^lt, MM-M. MBB^^. IFG (Impaired Fasting Glucose) ^tcit 
I FG (Impaired Fasting Glycemia) t^hW^^^<DiMM^P5ikir ^ :l t h 

x-^mKm^bfix\f^^ui^^A^(D^m^v^<>x. ^is^tD-fb-^ti^^o^ 
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i^m^i 0 l3fev^LicllI^c^^■tT^p^g■^i-tl{^ctv\ 

^mm. mmm^m. mm^m. mmm. mmms xx/mmimm^^mif 
ti^. m^(DmM\ ^m^m. ^^m. m^m. 

25 Mmti.x\t. m^kt^k^m:^. t/^^-zk ypt°v:/i/y =i— /k -r^ 



wo 2005/051373 PCT/JP2004/017996 
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10 n?>o 

^mimtLxn. m^i-ty^h^^m. D-y/ufh-zK M-:^-hy 
«^ij<!rLTf±. mMkm.. ^^m.. ^:^ym&m<Dmmm 

m^mt LXitM^i-fy<y\i Kndri/^S§^^;^x/i^M.^ ppT/c^^y- 
^m\M}i\^x\-t. m^\~mMm.^. rT^^/v^^y^^ a- h^iya^tn^ju 

20 ^;ei5^}f btiSo 

^^Mf^fb-^titts ^mm<Dit^!i^&.i>\'(Dm^tm^Lxmm-r^ 

25 ^pj. i^£E^, ^jiE^^jx mmMs it^mmnu ft.mmmm. ^mm^m> 
mm. ^ik^m. •wummumm. mm. laiMmm. mAm. m^^w. 
mm • ^tc/um. mw^m. mmm. m^^^m. ^mwmm. mm 
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mm. ik^^mm. m^i^mm. mm^^^m. ^ ^m. tf ^ >'mmi^. 

7.]}y(Dyyi^?^ yY^t:inmmi^ i ns- i#). ma^y:^ y ymm 

15 ymU) > 1/ i?^" y (Reglixane) (JTT-501), ^> h if V ^ ^ ^ 

(Netoglitazone) (MCC - 5 5 5)^ YM- 440^ GI-262570^ KR 
P-297. FK-614. CS-011. (y B)-v -[[[4-[(5-^^>'W2-7ai 

=/w-4-;^=3s^f-y y /w)^ bd(-;y]:7 3i::^/>]7( h^iy]-f ^ ^l^y^i^-:/ ^ 

W099/58510 \Z.mm<^it^^ m^i-tiE)-i-[4-(5-^^/U-2-y z.^=./U-A- 
20 h^iy)^y-y/l^:t^iy^ K y]-4-y :yi=^jumm). VOOl/38325 

\^Bm<Dit^m.y'^^V i5'if-/KTes.aglitazar) (M-2A2) ,7 ^ 
)V (Ragaglitazar) (NN-622), BMS-298585^ ONO-5816, BM-13-1258, LM-4156^ 
MBX-102 , LY-519818 ^ MX-6054 , LY-510929 , 7 ^ y ^ y 

(Balaglitazone) (NN-2344) , T-131 t THR-0921) , a -^V^a v'^— 

25 -^wmn #i/y j]^^-;^> r-)3)v-^-7s, ^^/y h-/K 



wo 2005/051373 PCT/JP2004/017996 

116 

h im. GLP-U GLP-IMR ^J, NN-221U AC-2993(exendin-4) , BIM-51077, 
5 Aib(8,35)hGLP-l(7,37)NH2s CJC-1131 I vm. 

iM. NVP-DPP-278, PT-100, P32/98. P93/01, 
NVP-DPP-728, LAF237, TS-021 ^) . i3 3 T ^=^7. h (^J, C L - 3 1 6 2 4 3 . 
SR-58611-A^ UL-TG-307. AJ-9677. AZ4014 

0^). y :/T=f^;^ h m. :/y^y ^f^K^)> JlN;^/}>^n'v'^7jNy^7 7' 

SGLT (sodium-glucose cotransporter) Pl^^lJ (M> T- 1 0 9 5#), 
11/3 -t KDdf<xy^7-o^ K-T^t K^y•:^— BVT-3498 7* 
v'7K^>:^'^V*fc{i^(7)f^I!j^. IKKPI*^ (^il. AS-2868 ^). Uy^'f-yUtrC 

15 ttaic#^. y-^ h^^^y^^Wi'^WsM (wooi/25228, W003/42204 iBic<Dji^-a^ 

#1, W098/4492U W098/45285, ff099/22735 |Bic<D'ft;-^^^) , i^'Vl^n :ar:^^^±^ 

Stt^b^ m. Ro-28-1675) m^mffbti^o 

20 ^yh (SNK-8 6 0), ^-T/VX^T.^ y y \AR I - b 0 2) ^ CT-11 
2 m) ^ *5 J; Xy-^(Ontm= N G F , N T - 3 , BDNF. WOOl/14372 

\Z.Um<0=^=L^n huy.(ym^ • 5^SJJf£ii^J (^Jxff 4-(4-^a P73i:^ 

/k)-2-(2-7<9^/WW 5 y7l/)-5-[3-(2-^^;l/7 3:y dr^y)7°P 

D-y-juflif) -ynT^y^i'—^c (PKc) m.nm m. ly-s 3 

25 3 5 3 1^), AGEPIW^J (M^ ALT- 9 4 5, t'-^'J^v'^, H'yh^'t'^. 
V^li-y 3uir^y;V'f-ry]) !J'3.'/n5K(ALT-766).EXO-226, 
ALT-71U t°y Ky V (Pyridorin). t°y K^f"^:^^). (M. 
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lb|l(BiM23i90),TxK i^— r ^ ^^^=¥f-— e^-i(ASK-0 

:^i!^T uy^0.mmnm W097/10224 mx.itN- 

[[(3R, 5S)-l-(3-T-fe tVW-7-i? p d -5-(2, S-v'/ 

h^5x:7ai=/u)-2-;i-dey-l,2,3,5-r hyt Kn-4. l-^yy;t^-9-^tf x 

1f:7^':/7-h. i^a^^y^-h. iyJ>.y4^y-hs ^ ]) jy^y^y-h 

mmitm ms yM> yny'=i-/u) mt^mif^ti^^. 

-f i^y-fji^'^y^ l-[[2' -(2, t K p -5-;^-^ y 
-4H-1. 2, 4-:^:arf-.v'T y-yu-3— T yv) If 17 ^ =^/W4-'i' yw] 7« f-/k]-2-3i h 

20 i^^;6S^ff btLSo 

y a^yy fvy ^y, y a^yftv^y. 'y^'^y^y^ ryy s.:fy^y, 
•fyyau-^^ y.-^i/y /K y —;vt ^y,^ n^y^Vy 

^5^;^ ; MCH ^^^J§^^ (^J, SB-568849 ; SNAP-7941 ; WOOl/82925 *5 i 
25 WOOl/87834 K^t.i\.^\\l^mm ; ^^-P-^:/^^ K Yit^^ (^J. CP-422935 
m ; :/jyi-}f/y( K^^#:f§^^ (^«Js SR-141716. SR-147778 ^) ; iTHj 
i^^^ ; 11/3 -t KPdrv-;5^xP-f Kr't K p ^PJ.^^ (^ij, BVT-3498 
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^) mVy-^—^^mm ms ATL- 9 6 2^). 13 3 

T=?=;^ h CL-316243, SR-58611-A, UL-TG- 

307. AJ-9677. AZ40140^). ^Zf'f' Ktt^'^fcWlM^ (M> 

5 y ^f- h y y F p L- 1 5 8 4 9^). jScftmiJE (^J. p-57 m) m^m 

20 ■)J)\^ifs-fy'fy. :^Vif^^^yYfii}£1i^mihXi^. /^35^-et> 5-7;^;^P»>^ 

25 ^/ij'-y^p^', -r>';?-p^dev (I L) 3P=-$iMH^ m 

-1. IL-2, I L-1 2 f£ if <D4y'^-Oy( ^ym-Am-^\^^\ 
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^^mmtLXit, m^ifT7.}i°vys r±hr^y7a^y. -(y\^^;^^-y 

/Uv'r^ ^jVt^-^ y y-t V y i=s (dalteparin sodium) fl if), "9 )Vy r )) y 

5 ms VJvyT])yiJ3PJ>>flE). ^Vny\fym: ms Tfi^lSYnAy 

(aragatroban) Jfe if) , ifil^^fi?^ ^ P ^-T—^ (urokinase) , 5^ y ^"t"- 
if (tisokinase), T/l'T"7°'7^if (alteplase), •:^X7°7 ^-S' (nateplase) , •^- 
^^(monteplase). S: — € (paraiteplase) if) , Jk/h^K^A 
WlSJ^ (^J> It^f^iJ^ P t'v^VCticlopidine hydrochloride), v^P ;^ 
10 (cilostazol), >r =^i^^^^ h^rc^/l^^ ^ ^ :/ P h •:^ h U iJ^ (beraprost 
sodium) , h (sarpogrelate hydrochloride) fi: if) if 

•W^mm^Un t L-C«. ^Jx.ffr/l'^ r -^^^iy K-Z^ Calfacalcidol) , tl 
jUxy h V (calcitriol), (elcatonin), i^-J^j^/W-i^ h 

15 (calcitonin salmon), ^ h V ^ — (estriol), 4 ]) y "7 y 
(ipriflavone), /--^ 5 Kp >'it~■:^ h U A (pamidronate disodiutn), T yy 
}fX2y^i- h y AtKIP^ (alendronate sodium hydrate) , y;^ }^uy^- 
i-hV^-i>^ (incadronate disodium) #/}S^»f^tt5o 

tf^ 5 ^^<t LTfis F!lx.{±*t^^ ^ ^^Bl, if^ 5 :/Bl2^;6S^{f bnSo . 
20 ^^;^^IJi: bTf4> m^it^^Vy (tacrine), K^>^i>/^ (donepezil), 
y/^>^^i5^5:/ (rivastigmine), jlSyy^^^^y (galantamine) mt^ifbtl 

So 

' ^^^i^wmt Lxn. m^itm.my y^<^-f- h (navoxate 

hydrochloride), M^:t'^-yff-=-y (oxybutynin hydrochloride) , ^t^T'P 
25 t'-^y^' (propiverihe hydrochloride) ^i>^^ifhtl^o 
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f- (Cancer Research) . ||49^. 5935-5939 M. 1989<^],7°n 

5 • ;ti^=i P v'— (Journal of Clinical Oncology)^ %\2%^ 213~ 

2 2 5M^ 1 9 9 4¥). K X =¥f-^ f-y ^^), ^ h^D 

-^-/U • irzf • (British Journal of Cancer), ^68 314~ 

10 SlBMs 1 9 9 3^], I GF- 1 , fcSV^^iS^H;|rf|^i- 

mmmmm. alt-th ^%n^'^m%m. Y-128. vxsss. 

prosaptide m) . ^jt 5 o^(Ms ^-yfy r%Y3 T'f" 5 5 

15 y), $^:T^/6^^^ (M, y^hyv':/. i>yi^:/^/u (Trileptal)s -ir7°7 
(Keppra), (Zonegran), 7°^=¥ •Y-^^yi^ (Pregabalin), — s-fe 

K (Harkoseride), t°:/) , ^-^mmWt (Ms 7« U-^^i^), 

T^^^/l'a y K(0»JsABT-594)s::'^i/ Kir y i^^^^i|s:M^||(Ms 

ABT-627) s ^ y T 5 19 ii^Pl*^ (Ms h 7 KVW) s (Ms ^ 

20 /l-t^s), GABA S^#:f^i!j^ (Ms ^^^z^^^'^^, ^'-^/^-O-^^- V MR ^J)s 
a2 g^fls^^lll^ (Ms i5'P = v?>')s .^^<^«M (Ms ;^7yf-^v'y)s 
(Ms -^^yf^T-^Viz), :^x^2j^i^3z;^7^y— ^pm^ (Ms v'/^r:^:7^' 

(1) *^PJ<^fb'a'tl*fcft1^ffim«^>^^^4TrS#i-ism^jcM:-<Ts 
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tmmmti)m^^^^^x\'^Mii^^\^(ox.oti:n4-rmk brti. m 

'fbbT#fe^^5 2«(D»J(^M7fcS^4^i^|■T?<DB#^^^^*5V^T©S# (^J^ 
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10 (^M5t^-fflv^btbTt>J:v^B;5J^^J. ^^^b^ij, mm. mm 

15 J:oTlsa-rS;0^. iiM^J^^^lc^tL-CiltlO. 0 1 ;^^V^ L 1 0 0 

m^mM^m^MLx^^o. o l/^v^bl o oaft%, 0^t<f4i^o. 
m-t^-AK mnmmi^m^^Lxmi^i^^L9 9. 99*1:%, Bt.L<it^^ 

. 25 #®^W»-eJ;v\ 
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m^it. ^mmoit-^m^tci-i^^mmn. ^^mj m. dween) 

80 {T *a)> HCO 60 ^y^i^f- 

5 j\^\f:ym.. yfnmmk'T h y (m. ^y y/u^- h 8 o. 

im\ m. mti- h ]) ^ mt:^])^-^. ■^y=^h-JK y/uifh-/K y 

7°P fc°^>'^"y ^Ji-fb^iJ (^iJ^ 7'K[>^. ^yi^jUT 

!>A/j;<if), i^^m Xm. "fy-^y. ry'dr^J^s ;«;7^#=¥ix^^/nr/un- 

20 (M> y^TT]} ym-^ii^^-i^^J^. /Ky a:^V>iy-y 3— y> 6 0 

v'zn^WVi/y 3 >- 8 0. •f/uu=i>yi7 F6 8, -fe-zl^n— 
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m^it^^:ifj>^m. ±juu-7.mM^^s t^^-^^m-a-f*;. r^vji^mm^i^ti: 

20 ^Lv\ i|#{c:|lPiS4-ffiM:0W^Lv\ 

[1] '&Mn^x.n^(Dmm: 
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i&iiiM^(o^mmoit^m^fatimM'-^(om&i'±Q. 5-5 ow/v%,0 

10 ^itO^^fiO. 5~5 0 w/vo/o, ^if* b< fi3~2 0 w/v%/5S0^ LV\ 
liW^Jf*. pHPti^J(7)^;!in{Cj: !9,pH2~l 2^?*L< «pH2. 5~8. 
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^^ltffl7K^I^{i^ #ijx.{l 1 0 0 ~ 1 2 1 'C<Z)^#-C 5 ~ 3 O^WiBMWMm 

[2] mmmmxnmMYmm^^m(^mm 

10 1 0 lIil^-^M(^igPS4ffi#*IC'l4WJ:6S^* LV\ 

T ^ y /vm. t!^}) y^^^^) /^^. ^ ^ ^ y /^^t/v^^e^/vt ^ k^s-^^*:. y 
T/^=3f-/i.^ y V- h*M-a~fls:. Tjfy y /w^T^'t Ky k). ^'Vi^ 

20 v^/WptiJ'^ y I/- h^m^fls^x i: I9:bit;^^ K7=¥5/ bRS-1 0 0, RL- 
100, RS-30D, RL-30D,. RL-PO, RS-PO (T^y/^^ 

:r-r K7=¥5/ hNE-3 OD (^i5?Ti? y/^^pff-/^- T 
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5 ^Jx.ff;i(7 — (Carbomer) 934 94 0, 941, 974 P, 980, 
1 3 4 2^, 7i^]) :i3 — 7^^y ^JU (polycarbophil), ^/I'iy l> Asjf y ;^7— 3i}?7 ^ 
/l^ (carciumpolycarbophil) imsHt\^''-ffli>BFVy yf-^±M)s if 
:^!7=i-103, 104, 105, 304 (V^-fti t fP^M^ iW) B) ^S: if 

^m; Kp^^xT/^^y^S3?.^*;5;/^#^•^/T>'^=¥/^SS^^1-5# 

^m^mm(D^mmii^mf^:^^mikmw(D^^mtm 3 o v^ l*^ 9. o % 

(w/ff) , 0* b < 3 5 ;^£V^ LmSO % (w/w) , $ h icHf-t. I.<nm4 0fj: 
t 7 5 % (w/w) , mm^^° y S LI?^) 3 0 % (w/w) , ^ 

t < «^ 5 4 0 % (w/w) , $ 6> t < fij^ 5 3 5 % (w/w) T* 

fcSo ^ri:-±iB% (w/w) n^mmmfj^ibm. m. tK, ^^/-/k ^^^^'z- 
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I . mm^tt^mommo 
5 mtmMLxnmm<Dm^. ^<DW-i^u^mit. 0* l < fi*^ 1 5 o v> 1 2 , 

0 0 0 Mm. L<\tm5 0 0t^\^L^l, 4 0 0 nmX*h^o 

mmm. ^^m. ^»j> mmi. ^^imm^m^v. m^WLinLmmm. 

10 mom^^-sMfi. ^ 0 . 5 /&V^ 9 5 % (w/w) , 0 * U < ft*^ 5 . 0 ^£V> L 

^80% (w/w) , $ b (-ii? ^ U < {i^ 3 0 ^£ 7 0 % (w/w) Xh^o 

i^(Ac-Di-Sol)^ ^li^Jj^y 1f=/^t:°c2 y K^' p;^7if K^)> tegl^S t 
20 Yn^V^vi\f)V^ivn—7. (L-HPC) ^f;dS^V^ bt^So 'f'-et. t Yxi^^y 

^p tvu-fe/up-;^. 7j^yif=/nfpy kv, -fggj^gt kp=^s^:/p tvi^-fe 

/^p->^;OS^f^ LV\ mK^iJ. m^P^ih^iJi! Lrf*M;itfi5'/^i5', ;^xTyi^ 

Ji<^f^5^v^fctb5o ^je^B^Ji x.x^m^m.. ^^^^s ^-^/w-^. 



wo 2005/051373 



PCT/JP2004/017996 



5 T!}^^mx^ .^(D^^m^m-ifl^ 1 0 0 Mm/^V^L^i^ 1, 5 0 0 ixmXh6i>(D 
^Ji-fl^^^b^IJi LTii^^. i^'o:^^, =^/^^5'^, 

Mftttl^t'^f LT*^ 1 >^£V^ Lmi5 % (w/w) .^f t L < M 1 ;fcV^ L/^ 1 0 % 

15 (w/vv) , ^ b i::^ * L < mi) 2 V ^ L/I^l 8 % (w/w) "C 5 „ 

II. ;^©M^iJ(^J;5W 
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9 0% (w/w), 0*t<M.5^^V^L*^5 0% (w/w), $ b {^l^f ^ L < fli^ 5 
jfcV^ L 3 5 % (w/w) X'&So 

5 m*Jt) fi. l^^V^tl 0 0%©^H-e^'fb$-li:5;^i:;a^T*^. 0^ L< (±1 
/iV>L*^3 0%T'fc5o ^WWittiLTfi. 7K^«ti«^^1§»fi- 6 t><^-C 
i^J^K^:^'fb<^fci?)t'ffi:&^, y-^ivm-s ^Vy^^ym^iif. 
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5 i^, ^V^h-/K i^MTk^J-^^. ^^-^i/^^v/tJ^A, 

5~^99. 4w/w%. ^?^L<M2 0~*?I9 8. 5w/w%. 
10 t< {^^3 0~J^9 7 w/w%-e3b5o 

15 A (Stg^p^oMs ECG- 5 0 5). P^;<;/i-^ u-^-t- •J'^ 
KVCL). ISS^St Kn=^i^-:7°p tVuir^i'P-^ (ft^-ft:^ )> 

:ndr;^:/P^-7^). ^^J^afkT^VT":/ (jiafl^^ m) Us PCS) 

25 Ow/w%, ^f*L< tt|>JO. 5~*^l 5 w/w%T«fc5o 
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LTfl. m^im^M 'yaWs ^y^^^. T^t^Trf^A*. :^^)V 

25 mm-^^hxm.^^^^x^^-t^mn\b\.x-\i^<. ^fcM#s:^<^**& 
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/K y^^^-:^^ f-ix;^p-;=^. i/y-ty^, ^^j^^ifji^^tf btL^ 

20 $^^^-1r;UP-;^;^iif) /5W*bV\ TK^fctt^y-r-t L-Cf4;(fi=s (^J> h 
^;if*i^ ^;^fi^^ y)Jl^r-)3J>^. ^T—^J^). Tf\^^y'^m. T>'U=ari^^ 

/vu—Ts^ k ppdri/^ ^^/w-fe/P-p— t Kp=^v'"/p tVHr/i^p— t 
Kp=¥^x7'p tV^p{^>'^-fe/wp-^). -e^y^:/^ ;!k^tt-r>'7':/. *°yT:J^y 
25 ;vm •^-a^-r--), •^]} ^ ^ ^ ^) T^y lf=:;^T/^'=-/K ^pj^f^ 

i/i/>^'y=i— /jfy t-^/ni'p y k^^ ^Ky ;<7-7jf7^/w. T7^:=i/^\fy^ 

/■^/v%^y^m.fiE1)^mihf\^s t Kp=¥v'-7°p tVi'^f"/L'-fe/u-p-;^x Tjfy 
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m(M t ^ @«s<2^^(D^fejc J; «9 m-^i-^ ^Lti^x'o mmir^ ^Lt-^^-v^^, 

^•li:. n ^ ti ^mm^ mm ^ X (cast) y ^ /uM, ft ^^i-, Brii^j> ^ 
^^j. mimitnL umi. m^m. mmm. ■vrm^\-^j:t'(DmMmaK.xiy 

20 J;V\ >'^/UA{cii££co#tt<^-^;tS/c:«6xKyzc5=-i/^^>/y n-yUJ^T'p t°l/ 
:7^7UA©^«^i«*5fcJ?)^W#tt7Ky V- (^aj, T^y ^. 
i?->^v-K?^c^o^*ffl:B:-e^-?^eJ¥$ (0*L<fii 0-1 0 o o ^iS'P 
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m. ; f^y^ hy^m-, ^^Tym if-zm-n y k:/;^^ ^'(^-a•^5^<y-r- 
"yy^ L-Ty^y. 'L-r:^^<y^y^. 'L--!f;u^ ^ym. L-tK^^/ 
J^^<};'©j^*MT-iC/5^2;6^fc 1 2^X(DT ^ Jm-fli^t^^-^fl^o 

20 h y >yi^;^nmmt. ^<Dim^L<i-i'tM±^s mnmomc. mm 
^m^^Mx.xw^Lx\^^x-hJ:<. i^itwm^Bmmmm^nx^^Lx^^x 



wo 2005/051373 



PCT/JP2004/017996 



10 •^rf'^MYn'^'^jvy ^yi)^^%^-^, 

M3 0~^9 0m»%-e$)5o |3 -y'!7 h y yX«|3 -^^^ n7=> 

iti5fii:%i?fc5o mm\M(om^\^m^n-Y^^^m-t. *^o. i~^9o 

^t-5-t^*tt^0. l~;^5 0S*%> 0*L.<lii^l 0~J^3 Ofi*%T- 
25 $)S„7Ki>fi:i4:^y-7-<7)WJ^#:j::^-t^-^^&f*,i^0. l~^3 0M%. 

fi^ 0 . 1-^10 * L < fi«tl 1 5 Sfi%-Cfe So ±l2WJ(i 
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mm\s -w^m. mmm^ii^<omm\^B^\^m\^t^Lx^^xhi. 
:^mm(Dmm\(D^^mns ^mn(Di\:^m<Dmm. i^Ms muk. m 

n^tbl BI^IO. 0 l~^l 0 0 Omg/kg, 0*L< (iJ^O. 0 1 1 0 Omg 

/kg, ^<oii^^L<n^o. 0 omg/k g, t^i^i-fmo. 

SOmg/kgSr. /.e/O^T"b^l. 5 ~^ 3 0 rag/kg ^1 0 imT!)^b^mK^ 

■r 5 j^^.^ 5 m-^ t> ^ o 
15 ^!^^^(Dmmts:}£\::ji'oxm^i^ sm^m'^^fit^:\^^-AKm^(Dmt txiis. 

fci:;tf^^PS#X'iiifL»ltll k g#:fi&fcl9^0. 0 0 1~2 0 0 Omg.^f 
*L<{±^0. 01~500mg, ^^KBi^\^<i-is J^O. l~100mg@ 

20 Sg^::^^bTt>J;V^;iS, #ffi||J^^5fe(i^-^Lfc^. :*:|g§g<^^b^i^Sr^^ b 
tzmn^-^SUSk^. L< (SI Oi>~l 0£tF^. J;!90t L<fil 5:9"- 

^(c^-^-rs^^. ^^m(oi^^m^^^\^tc'ik. i^^^-i h^^^j^. 0*l< 
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0.0 0 1-2 0 omg/k 5^m^mQi^^mmKm^ 

^tltc^^moit^m ^0. 0 0 5-1 0 Omg/k g^l Bit LXBom 

5 -^-r^o 

*ISPJ-efflv^btl^GMeK*^SMl^■fe:/^-®fiM iUT. 1 4 2 7 3^ 

^-t- s v-fe r - s e ® T* s o 
10 1 4 2 7 s^^mts mx.i-£s t hJ^it?Liti#) m^t£. ^e/i^^y 75/ 

it. mmm. wmmm.- ^]}rmsi^. mm^m?^. »iii7v<//WN>^^, # 

mm^s s^m. m-wm^s -wmm. -wwrnm. m-wmii^. 

20 m^^T^^ mmrm. i^mM. mm. 4^m. ^^mm. mmm. mmm. 
mv^m. mm. ii«)> mm. rmi^. w. mm. mm. ff^m. ^mm. w^m. 
mo)^. #M^ wm. m. mit^ m. »^ ^m). >m. 

mm. mm. ^rm. mm. mnsk^. m±m. m%. m^. 
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10 i-5S&M^ce<ifW^ Lv\ 

T^ymmm(Dmmm^.mm\mnr/u=d-\) XANCB i blast(n 

ational Center for Biotechnology In 
formation Basic Local Alignment Sea 

r c h Tool) ^;hv\ sxT(D^i^ (mnm= i o ; y^^^-r ; -7 

15 hy :i';^ = BLOSUM6 2 ; y ^ ;V'^ ^) :y =o ¥ F) KX^nt^^iti)^ 

20 (D^mmm m. mo. o i~i o o^]^, ^f^L<(4^o. 5-2 o^t. j; 
■^m&W(o^^mfs:if(Dmmwmn^fj:ox\^xtx\^\ 

1 4 2 7 3S^^^i LT«. a ) iB^iJ#-^ : i , : 3 
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l~3om^^ J;<9 0^b<{ii~i o{iSS> $^i^$ftt<{±ic#l (1 

5 {@ (1~5<@)) <DT5/i?W*ntfcT5/^ia^J^ c) mm^: Is 

10 ixSo 

:i^mmm\^i^^^X 1427 aS^flsft. Ftliec^'lt^iJt-t^oT. feiffi 

1 -e«t>$ti5T5 y^ga^J-Sr-^W-rs 1427 3^^^4:^(iCJ?)i:i-6 1 4 

2 7 Sg^f^fl, C7t?W;^7/U7}^>v'7i/S(-COOH). ;«;/^7}?dE^i/i/- h (- 
15 COO"). K (-CONH2) ^fc^J:;^^^^ (-COOR) (Di^flXh^ 

;i:it?ji;^7'/p{c*3Jt5R m:^it. y^/K n-ypf 

c2^:/5^/K iX^ P^^ix/l^T'^ <lfOC3_8^:^i5^ nT/W=3{^/^Ss M^it^ 
if :7 3. c 1 _ 2 T/^^/t'Stj U < fl a -•:^:7 ^/i^y i*o a 

1 4 2 7 B^^m^c^m&.m^:ti^^yi^^'y^i^&i-trc\ii^j^-^^i^i-- h) 
ot> 1 4 2 7 s^^m^t^l^ti^o :L(DM'^(D^:^T7^t LXits 0'!l;if^±IB 
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5 (DT ym<Dmm±<Dmt^m (^jx.{f. - oh, - sh, t^/k. -(^^y- 

10 1 4 2 7 3^m'^(0:^m\h \^X\ts m^^t^ : 1 T'«t>$n§T 

5 7^ia3?II/5^fe?fe6 t h*5l50 1 4 2 7 3 S^fl^. Sa^fJ#-§- : 3T'^^$tL5 

/^ifi^iJ/5^P>/^5-v!>;^^^(D 1 4 2 7 Sig^fls (WO 2 0 0 2/6 7 8 

6 8-^. <i^Mia^Jx — iJ'^— ^ : ACC E S S I ON XP_0 6 1 2 0 8, 
XP_1 2 9 2 5 2). mm^: ^Xlkt>%i(\,^r % jmmWhflh=7 y h 

15 i^^<r>\ 4 2.1 2,^mmi:}£-hm\^hih^o ia^iJ#-^ : ST-^^^^nST^ y 
W^JU^hfii^y y hS^co 1 4 2 7 3 S:^i^fiif^7^^MeKT'$>5„ 
1 4 2 7 Z'^mW-<OW:i^^^'J- K (JitTs ^l^l^^^T'^' K^Pi&lB-f 

<t bTJi. ±IBLfcl 4 2 7 3g^<*:Og|5^T5y^@fi^J^Wr5-< 
K-e$)nf^^^^r;}^0'^><7)-efcoTt>cfc^^;i^. -^Jx-fl's l 4 2 7 3 g^^con 
20 »lli©^K^^^ttlt-CV^SMT'fcoT. 1 4 2 7 3g^f/|s 

;ir#c6«lJ^li. ia^ij##: 1. gaa?iJ#-^: 3*fc{i@a^J## : 8T'*^?$;^L5 
T^jmWM^^-t^ 1 4 2 7 3gWft:(^§|5^'-<7"^ K i: tT{±. i^yKtt:/ 
ns/ hj5?>W'lC*3VN-Cm^MJ|fe (M7Ktt (Hydrophilic) T'fe-5<b^;K^$ 
25 ti;fe§P:9-Sr#tP^:/^ KT-fe-So i^TKIt (Hydrophobic) MSr-|fPtC^ 
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w<Dm^T K y mmmo 5 h^j^^i <th2o mu±s 0^ t < 5 0 m&>±. 
ct t< 1 0 0 j@m±<7?T ^ /mmm^t-t^^y^ }^^fi:}ftm^ tv\ 

T^/M^lJ(^ffi|W]ttf*>ffi^ttth#T/W=f yXi.NCB I BLAST(N 
ational Center for Biotechnology In 
formation Basic Local Alignment Sea 
10 r c h Tool) ^fflV^. £iT<^^<^ (^##[= 1 0 ; yZf^^-t ; 
h y i^;^ = B LO SUM6 2 ; 7^'/^^? U :/iy" = OF F) (CTH-^i-^ r. ^: 

^L<f4. 1-1 OfimJtx ^ b < flM (l~5i@)) (D7^ym.t^ 

t.tci±. ^(D7Kyms,mKit.iti-i2mu± (0^L<fi. i~2 

Otl@^. J;»?0*b<{4i-i oteeS> ^e>l-^f*L<«fi:fi(l~5fi)) 
20 L<tt. 1-1 O^M. j;i9^f^L<f±M (i~5^). $e)j;:^aF*L<(l 

*fc. *|§0J<DSP^^-<:/5^ Kl4C*y^^S;;{;/l,7j?drv'/^S (-COOH), 

Tj^^v-i/— h (-COO-), T5; K (-CONH2) ^fc(4^;=^r/^ (-co 
OR) 0{RmT?fooXt> J:V\ 7|s:|g5^C»§|5^^yf-K35SC*jS£i^tC;&/P7j?dE^ 
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PCT/JP2004/017996 
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3^50^ UV\ r(D:^?fe:^<i: UXfi. Mm :^m> y i^^. 

^Wi. z^-^j^m. -^i^^i^m. ^^-^-^m.. s^i^s i^^^-i^s w^ 

It^i^* b e ^^<2^j^p<^ v-i? ^i^' -® e M<^*tM:*^fj: J: o TS^iti- 5 r <b 5 

15 ^t;i|BSi-'5 1 4 2 7 3^^f$^=i- K-r§DNA^^Wi"5?f^Kl5i^fis 

20 n^Yiifyy^—. y( n-^Yifyy ^—fii£(o^ X2-^ v-^fyy — 
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- (2', 4' -v'p? h^v^i^iyu-t Kp=^iX7«5">'^) y:^y^i^mm. 4 

- (2', 4' -v?^ hdrv-7cc^/U-Fmo cT^y^f^/l^) 7a.ydr>X^tJt 

10 -5, l^mtLXit. DCC. N, N' -v^-f yT'D tVU:*7^7jsv^'l' $ K. N-^ 
^71— N' - (3 -v>^^/^T^ y y /i^) :*/^4^^v=-f 5 K^ceif;5^^ffiV^b:h. 
5„ rtbb(3:j;;5?Stt^bic«7-fe^^h;rpSiJ»^iJ mx.it. hobu hoob 

f^HOB t 3^;^-r/Vfe5V^{4HOOB t^x^x/l^i: bXfe fe^O^Dfel^^T ^ / 

15 ^(Dmmt^nti:otcm^mmi(mMi-^^t-A^x^ 

N, N-'S^'^f^/I^^Jy^AT^ K, N, N-i?y ^yUT-fe K, N-^^^/U 

25 ffl*^bjii:^lR^tL. jiS^-2 0-5 o'c<7)$5ffl35^bjgi:»$n5„ 

it^titcTKymmmmtm'^i. 5~4jt»J-effiv^btL5o^^^t Ky 



wo 2005/051373 PCT/JP2004/0 17996 

145 

/U7}?-/K Cl-Z, Br-Z, T^5^*^>'^yU:t=ari/:;?7/U3j?=^/K h y 7/^:^ 

=.;vti:^y y( J Fmo c ^tt WbtiSo 

;«;/W7j?^v^/^^tt, Mx.f^> T/v=ar/u^;j^r/Wk (M;tf^x ^^/i^v ^^/i^s 

-c^ ^ p^>'v^/^^;^-r/K 4 — p< ^^v'^:/i>/^:3^;^7^>'^^ 4 — ^pp^^- 
^wt: K^b if t;: J: o XilSr^-t- 6 r h t^Xt So 

CO jg^^T/V;* y -f -O^yV/^ST".? if<7)TP-Y/uS> ^>'v'7k;tdr v-;^/!.- 

5"Pi/>(^7 zcy-/i^l47K^S(^^S»£^ txtl. #iJ;i«x Bz 1. CI2 
-BzU 2-^ha^:/i^/K Br-Z, t i:*:J5fflv> P>tL-5o 
25 ty^f^v'y©^ LTfj:. M;ifis Tos, 4-p<bdr 

-:y-2, 3, 6 — h y 7! ^/^-^>if VX/l^AjscriyU, DNP, ^i/v'yV'j^^VT^ 
f^yv. Bum^ BocTrt. F m o c <!f;5S^ b tb^o 
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5^7^7'>'^=l~/^^ ^-^^^ hp:7;cy— /u, honb. N-t Kp^v^;^i^i/^ 
5 H\ N-t Kp^-:^:7i5'>'U-r 5 H\ HOBt) <i:©:t>^xyu] ^;^l5ffiv^f)tb 

y-zw-^^Si: LTfflv^btI,5 2, 4-v'=: h P7:3i::^;uSfi^:t:7^y-/u 

T/j; ^{i: J; S Tyw;* y *Qia}^ J: oT $tt5o 
25 ;6^P,jil:^^L5 5„ 
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Lfc^ &m.t <lrM3t r ©MH S ® ^±tB Lfc J: 5 tf:m^m^^vm 

ti^x^xmmir^:iti!)^x^^o -<^^ }^<D^0.mt Lxn. m^tt^ mm 
15 ^^m. ^^ts-a■^?feov^-ftl^^ctoTt>^v^o i-^^^p^. 1427 s^mi^^ 

~e) tc|am$nfc;^fe;^^^{f t);3xSo 
20 a) M. Bodanszky M. A. Ondetti^ K (Peptide 

Synthesis), Interscience Publishers, New York (1966 

b) Schroeder jl5 J; t>* Luebke, 1f '^r/f^ K (The Peptide) , Academic Press, 
New York (1965 ^) 

c) ^Mit^to. ^zT'f- h''^m(Dmmtmm. %mm) (i975¥) 

25 d)^a?&pj :$s i^-amm^¥. ±i\:^mmmm u iis«<^^fc^iv. 205. 

(1977 ^) 
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1 4 2 7 Z^^W^^-Y^hif^^)p^i^ Vir^Yh LTf^. ±|BL:/tl 4 2 
7 3g^#:^=3— Kf S^KiB^J (DNAlcfcflRNA, $f^L<{±DNA) 

LTfi^ 1 4 2 7 3^^f^<£r=t- K-f-SDNA, mR NA^(^RNAT'& >3 > 
10 -*0"efeoT^>^ -:*:liT*fcoTl>ctV^o -*^DNA, 
H^^RNA^^flDNA: RNAO^^-1' 5/ K-et> J: V^„— ^^CD^-^t^s 

ii-^iiofb. =i-K0) T-fcoTli. Ty^-^y:^m i-t^ii^-h, ^ 

1 4 2 7 3^^#:^3— F-rS^^Ky K^^ffiV^T^ ^^lIXLti, -^^(^ 

15 ^^H^^flJ mPCRt^OSt^m] 15(7). 1997 iE«(^;^}fe*:rctt^tx(C5p 

Cfc:tr|fel;:J: 1 4 2 7 3^mi^(DmRNA^mm-t^^tm-C^?>o 

1 4 2 7 3S:^#:^=i— Kf 5DNAi U-C{*. -J^^ADNA. -//i^DN 
A7-l':/yy-. ±|BLfcJNBfla ■ milSlJfeOc DNA. ±IBLfciB|ja • mi^* 

5|$©c DNA^-r y — . -^^DNACDV^-f tb-C't) J;V^o ^-f y — t--^ 

hVj:ifV^i"^-efeoTt) J:V\ *fc. ±IBL/cjNB/!S • mi^J: !3 totalRNA* 
fcfimRNAilf^^lllilLfctjCDtrffiV^TE^ Reverse Transcriptase 
Polymerase Chain Reaction (^T, RT - P CRll^t^Wir^) \C^^Xi^M 

25 1 4 2 7 3^mi^t:=^- Ki-^DNA^ UTH. 

2. iB^y#^ : 4^fc{i@sw-^: 9 -(:^m^^n^m.&mn^^^'t ^ 

DNA. *fcfi@a?lj#^ : 2. : 4 *fcftia?lj#-^ : 9-C^;b$tuS 
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-r :/ y ^"W 5 D N A i: LT fi. f!l ;ifl^ ifi^iJS-^ : 2 , iE?iJ#-t : 4 ^ 

/c{±ia»-^ : 9 xmt> $ ttamsia^ij i: s 5 %^±. tii-tL<im9o % 

&.±. J:<9*?^L<{tj^9 5%U^±Offi|^t4^^-t- 5:^SiB3?lJ%-^W-r5DN 
10 A/£if;6S^V^f,tl.So 

:fe£i3^JOffi|W]'I4{i. t@|Rlttt|-^T7l-=fy XANCB I BLAST (N a 
tiohal Center for Biotechnology Inf 
ormation Basic Local Alignment Sear 

c h Tool) ur(D^i'^ mnm=i 0 ; ^^^y^^^f^-r 

;tf^^ •=£• U'df- J3. 7— • ^J'n— (Molecular Cloning) 2nd (J. Sambrook et 
al. , Cold Spring Harbor Lab. Press, 1989) {C|ai4(D;^^fe?'^ ^J^t^ oTfj/^ 

»(^i2S<^;^^t-t«feoi:fT5^^ 5 ^i:;5s-e#5„ j:t)je^tL<«^ ^^-(y^hvy 

h y Vv':!!^ b/.e^jt<ttt. Mx.{4\ h y l^Aiiit 9-4 
OmM. 0^ b< {4^1 9-2 OmM-e. MS;aS|^ 5 0 - 7 0 "C, 0*b<{± 
25 Itl6 0-6 S^-CO^^^Ii^^i-o h y iJ^Aa-^J^Sj^ 1 9mM-eM>6S^ 
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1 4 2 7 3^^^*:%3- Ki-5DNA^ bXtt^ S3^J#^ : 2X^^iD^tl^M 

ia3?lJ#-i- : 8X-mt>^^^T ^ ymBW^h-^J:^y y h^Ml 4 2 7 3 
10 ^SWO^^^^T"^ K^3— K-fSmSia^J (DNA^fcfiRNA. »^{.<n 

DNA) ^^W-r5'bo-T?ibtLtfv^:ii^/^5 t)(D-efeoTt)ctv\ tfc, '^yj^ 

DNA, ADNA7-r:/-7 y — > ±IB LfcM • EJ^ft c D N A, ± 
|BLyh«-mj^S*<^c DNA7-r:/7 y-^'^figDNA<7)V^-fi^■CtJ J;V^o 

<5 mRNAW^J-^Pi^ Lfct><??^ffiV^-Cil^ Reverse Transcriptase 
Polymerase Chain Reaction R T - P C R jfe t B&^-TS) (;:j:oTiii|i 

20 (1) 2. 4 * fc«sa3?ij#-^ : 9 xm^^fi6m.^w.m 

^^-t^DNAcou^mmmm^^-r^BNA. -^tat (2) sbw-§-: 2, 

z%tz.\-mnm^ ^•x^t>^fi^T jmwMt^h^^ 1427 z^^i^t 



wo 2005/051373 PCT/JP2004/0 17996 

151 

il:Sifl^J<0*il^t4fi. *ilWlttfhiLT/^=fy XANCB I BLAST (N a 
tional Center for Biotechnology Inf 
ormation Basic Local Alignment Sear 

c h Tool) t:>^v^. &.T(Dmi\F mnm= 1 0 ; y^^w-r 7^ 

X.ff^ ^1/^3-7^ • ^ u^:=.l/^^ (Molecular Cloning) 2nd (J. Sambrook et 
al., Cold Spring Harbor Lab. Press, 1989) \Z.'^WL(0-)3Wl}^\^%^X^^fl 

Si^iB«<^;^&tct*6ox^T?fe5 ii:;e'^X'#So J;!9$f*b<fi. /^-r;^^y^ 

0 mM. S t < 19 — 20 mM-T:\ 5 0 ~ 7 0 °C. ^7 * L < 

20 0-6 5°C©^{i|=^^i-„ h y l 9mMT'?a^;6S|^ 
6 ^''Q<D^^t^^-^n-^ LV\ 

1 4 2 7 3S^^*:*fc«^<^^^^7°5" K (mT> ^^^Z-l 4 2 7 3^^ 

LT«, 1 4 2 7 3S^fls:<^gB5^:teSSB^lJ<lr#1-S-a'fifeDNA>^7'f -r-*^ 

25 v^TPCR^fe^cJ:o-c^i'li•t-§/^»^ :^tt.\'m^fi^^ ^ ■~\z.mhyhhftVi\^ k 

^1 4 2 7 3S:^^^(D-$Pfc§VMi^Mi^^=i- K-t-SDNAKIfjt^> L< fi-g- 
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(Molecular Cloning) 2nd (J. Sambrook et al, , Cold Spring Harbor 
Lab. Press, 1989) J;:fa«0^lfe3^i if fCtlgoXfr^^ 5 ^ 6„ *fc. m 

5 /jip^i^^TtSo 

T>n A(OM.W^3\<D^^\%^ ¥CR-^<ik^<D^y m^\t. Mu t a n^^ 
— super Expres s Km {-^ iJ y ^^-i :t) ^ Mutan'^'^— K (^5^ 
;^7^-^-l':t) J^eif^ffiV^T. ODA-LA PCR&. Gapped dupl 
ex^. Kunke 1 if O § fl5:<^^<D;^?**>5 V^tt^tL & f^ltp 

^ P — Wb^;h.fc 1 4 2 7 ag:^^:^^ — K-rSDNAfl g^^tcj; 0 -^O^ 

fS^t:6ST'#5o ^DNA«^(^5' ^MJlCjaiRM^^^" K^^ LTOAT 

15 TAG^WLTV^Tt> J:V\ ::;JXb<59ffllRr?iM=! K^'^SIfRl^lb^i K^«. ii 
a -^^ D N A T - ^ >^ V ^ Tf^iP-r 5 r i T' t ^ , 

1 4 2 7 3g^#:(^fg?a-^:^'i5'-{lx Filx.fi. (-T ) 1 4 2 7 3 
K-t-5DNA/J)>f>@6tli:-f-5 DNAW>t-^^>3[±ILs (n)^DN Arrit=lrii^ 
^^Igsa^tJ^ -"^ -<DT?iittCig|gi-S r <t J; 19 Matt-S i t 

20 l?#5o 

^^iJ'-iLT^. ::K:^®ft5l5(Z):7'7;5^ 5 hM^SJ. pBR32 2, pBR3 
25,pUC12,pUCl 3 ), ^fL®ft5(5<^-^^:^ 5 K p U B 1 1 0 , 
pTP5. pCl 94), ^#^^7°^;^ 5 F (^?iJ, p SHI 9, p SH 1 5). 
A. 7 T ^^^Jfe if (^/^'^ T y 37 T ^i^. b n ^ 71^;^ . !7 ^ >>-T 1^7 ^ /v;^ , 
25 ;V:KfiL}^<DWi^t7>( /\^7.fiilf(D^^ pAl-11, pXTl, p 

Rc/CMV, pRc/RSV. p c D N A I /N e o /fe V> 
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tTfflV^S^-a^f^. SRaT'P^-iJ'-, S V4 0-:/^^-^-^ L 

c-^xn^--?—, r e c A:r P^ — ^5^ — . X P l:7"p ^ — i?— , Ipp^P^ — 

o2ynqE— p e np;/p^-i?-=^£if^ m±7!)mmx^h?>m^i-t. P 

10 HO 57"a^— ^J'-. PGK:-7°p^-^— ^ GAP-:/a^— ^J'—. ADH^n 

t?-, p 1 07°p-^-^-?'ceif;55^t Lv>„ 

A#^JD>>^-t-/K m^-^-ti-. s V4 o^m;t-y (IJj^T> 

h f r mm-r^m^ii^h^) it^^^ y hi/^-t- h (mtx) Btt]. T 
vtf^/y ^B14it^i^'(£AT. Amp ' tlilS-l5^i-6»'a'/5S*)5)> 
imitiST- (j^AT. Ne t^m-'i-^m^-h^h^. G4 1 8Btt) ^/O^^tf 
20 btl/Sc CHO (d h f r -) «^^V^T d h f r Jt^^^^^^ll^- 



wo 2005/051373 PCT/JP2004/017996 

154 

^(D^Oi^LXmm^^fcl 4 2 7 3S^#:l:3- K-r5DNA^^>ti-6 

LT«^ m^i-i^ ^^y^ V t TJS®> ^^f-^i-^^MW. 
zx^^^a^ V \iTmM(OMcW-mt LXi±.^-y:^]) t r -3 y (Escherichia coli) 

Kl 2 • DHl (.zfti^y—'i^y'i^:^ • • f • -^Vaf-yu • T:^t^ — • ^ 

10 y*' • i^-Y^i/v-'f X • • if • cx— (Proc. Natl. Acad. Sci. US 
A), 60 #, 160(1968)]. JM103 i^ ^ U y ^ • T y y - ]) 
f-—^ (Nucleic Acids Research), 9 309(1981)], JA221 Cv'^ — 
i-zU • :^-:f • ^l^draty— . -/-^^ :;t-n v?— (Journal of Molecular Biology), 
120 #, 517(1978)], HBlOl Cv'-^— ^>'^ ■ :t >^ • ^ l^=¥^ 7 — • 
15 /^^;^Dv' — , 41 459(1969)], C600 [ v^ai^sx ^ 5/ X 
(Genetics), 39 440(1954)] ^/i^^ V^ b^So 

JR® t LTf*^ /^^/l^;^ • X-f^f-fVT. (Bacillus subtilis) 

M I 1 1 4 VJ'—y, 2 4#, 2 5 5 (1 9 8 3)], 2 0 7- 2 1 ii^^—i-JV • 
. Is y w- (journal of Biochemistry) , 95 #, 87(198 

20 4)] /^if;6SffiV^fen5, 

^■Si LTfi^ MK-I-^. -^y^n-^^-^y^ -fel^lfv^m (Saccharomyces 
cerevisiae) AH2 2, AH2 2R-, NA8 7-11A, DKD-5D> 2 
OB— 1 2^ i/y-y- 5/ :;(7 P -fe;^ ^V'^ (Schizosaccharomyces pombe) N 
CYC19 13, NCYC2036^ t'^T z-?;^ hU ;^ (Pichia pastoris) 

^MWiti^lk (Spodoptera frugiperda cell ; S i'M^). Trichoplusia ni <D 
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^B^MOMG 1 ^flSsTrichoplusia ni (D§^^M<D High Five™ ^flfl&.Mamestra 
brassicae ^^(Di^S^tfzit Estigmena acrea ^ 5fe(7)#IBJ3a?fe ^:aSffl fettSo 
l>'l'>'U;^>65BmNPVO^'g'H, m^^UitMJi^ (Bombyx mori N ; BmNiBlia) 
ts^t^iim^'^htl^.mS fmmtLX: it. mx.it. S f 9i8|&(ATCCCRL171l). 
5 S f 2 liUBHa Vaughn, J.L.b. ' tf -( ^ (In Vivo) ,13, 

213-217,(1977)) tj: t^t^m^hfl^o 
m^t LXi-i. m^if. =i(D'^^ts:if:^^^m\'^hti^ CWfflfj. ^-^^r^- 
(Nature), 315^, 592(1985) 

mmmSkkLXi-t. m^it. -^-/l^mS^COS-? , Ve r o, ^--fxT^w-X 
10 /^A;^^5'-mCHO i&^T. C H O « t B&ia) > dh f rM^^^^^^^ 
~—Xy^J^:^^-m^^CHO (Ur. CHO (dhf r-) ^HIS <b B&iB) . ^ 

FLM. t hHEK2 9 3MJ^^<tr;^5^V^fetL6o 

15 if • -t-ysi-zu •r:fyT^ — ' :t:f ' if^^>'v'-f X- ■ i^- • ozt;^— 
(Proc. Natl. Acad. Sci. USA), 69^, 2110(197 2 ) -^v^—iy (Gene) , 

17^, 107 (1982) tj:}f\zmW,(D:^m^V^^xnti:^:iti!)^x^^. 

-i y 7^ (Molecular & General Genetics), 1 6 8^, 1 1 

20 1 (1 9 7 ^)fiE\z.^n.(Ol^m-c'^^X'^fiib^h-i>^X^^, 

^# Srf^K^i^-r 5 fi: (i^ M (f. ;^ y s/ X- • ^-if * p v^- (Methods 

inEnzymology), 194^, 182-187 ( 1 9 9 1 ) , :/n i/- •i;'i/;/X • 
ir^ ' if • -ryai-zi^- r:^f^ - ' iry^ • '^^ :r.^^i/^ :^ ' ^-f • if • =i-— 
jiXJi— (Proc. Natl. Acad. Sci. USA), 75^, 1929(1978) if 

(Bio/Technology) , 6, 47-55(1988) ^(^lE®©;^^fetCtJ§oTfT^^ 5 <b 
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h ^ 263-267(1995) A^^n v^— (Virology) , 

52 456(197 3 ) lc:|e^(^;^ifet-t^ oTfTT',^ 5 w i: ^^T't So 
5 r(^j;5icLT> 1 4 2 7 3^^^i(s:^=i- K-f 5DNA$r#^i-SI§m^^ 

10 VX\-t. ^Jx.«. yjuu^T.^ y'^:^hV>^s "ST^ttMI&s ^^3«|^ii:\ 
-^T'h:/. :^-ii^y^ i^^^;^. ^xa ttttJ^^^i? if(^«*^c{i 

:^^ya^v ^7mn^mmir^m(Dmmti.xi-t. mK.it. ^;v^-:^^ 

^ y^^#tpM9i#ii 7^ (Miller), ^J^—^jV'ir-Zf-^L^T.^^)^^^ 
y ' -i y • • v^cn;^^T">f V ^ 7^ (Journal of Experiments in 

Molecular Genetics), 4 3 1 — 4 3 3, Cold Spring Harbor Laboratory, New 

20 York 1 9 7 2) bv\ r ^ J: !? T'n^-iJ'-Sr^^ i < 

^i^;^^^ v-::^ y t r 15-43 "CXm 8 ~ 2 4 B# 

25 ?g*dS/^f^;u;^JiS(^#'^. it«f*ii^j^3 o~4 o'C-ejis^6~ 2 4^^^? 

/^v^. J; 19 ii^^jt#^AP:t5 r. i: t)-e# 5o 
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xK— /l^y- (Burkholder) ^/M§^ [Bostlan. K. L. -fuV—^JVifX' 

ir-f 'ir ' -tZ/^i-jv ' T^'fX-' t:r • ^^WX • • if • ^- 

(Proc. Natl. Acad. Sci. USA), 7 7 4 5 0 5 (1 9 8 0)] ^0. 
5%;5;if5y^Sr-tWi-5SDM [Bitter, G. A. ^ p v'-v^^i/'X • 

(Proc. Natl. Acad. Sci. USA), 8 1 5 3 3 0 (1 9 8 4)] Ifi 

0~3 5t:-e^2 4~7 2nwijti:^^. CTiim=^jt#^APx.5o 

10 Grace' s Insect Medium (Grace, T. C. C. , (Nature) , 195, 788 (1962) ) 

{^^mit Ltd 0%^ i^skm^ (o -mm ^ m m x.tih(D-^j:}f^)'^m^hti^o 

15 5~ 2 0%(^il^i^4^JliL?i=^^tfMEMlfl}!l [-f-^^^;^ (Science), 122#, 
5 0 1 (1 9 5 2)], DMEUmMi^'^ o n v^— (Virology), 8^, 3 9 6 (1 
959)],RPMI 164 Oi§* Ix^^-i^/U • - -f • T / V:^^- ^^'f^ 
iJJV ' T y i^Ji— V (The Journal of the American Medical Association) 
1 9 9m. 5 1 9 (1 9 6 7)], 1 9 9igl1il C^xn i/^i;^^^ • • lf • yf- 

20 oi-r -f • '-f • ''^4 :toi:^:fyjU- ^ 7^ -f ^ (Proceeding of the Society 

for the Biological Medicine), 7 3#, 1 (1 9 5 0)] if^S^V^ fetiSo 
pHfi|^)6~8-e$)5C0;i)S^T^LV\ 0~4 Ot:T'|\)l 5~6 

JBt±©J; 9 jfl^Ki^i^fls:<OJMIiart> »m*fc{iMm- 1 4 2 7 3 

25 g^^|s<lr^^-&L*5:^i:;J5-f#5o 

±i5Jt«i^;0^fe 1 4 2 7 3^mi^^^M')^mir^Kit. M^it. Tia(7);^^fe 
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1 4 2 7 3^mp^^mmmi^h^\f^\^mm^bmmir6\z^LXit.mw^. 
:i(D J: 0 i^Lxn^ntcmm^m. $>sv>f*ttt±j^>ft^-^^tL5 14273 

<Dio'^h^\^\±'tfi\vmz^-)5m^x.r>xmz.mkt^^}iifix^^ m-cm.x 

i 4 2 7 SS^^^. JltW^ fcf^WMt^iiiS 
;*^< X^X^m-^ 1 4 2 7 SgWofStitts Mf^sbyty ;?/:/K<to^-^^ 
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UT\Z^ 1 4 2 7 3S^fls:i;^<D^afi^y :^/^K-C'fe5flg«*fc(±^(75ig 

tt^^-a-tt^^^^tSft-^tJ (BP*>. 1 4 2 7 3^mm^)fiir^m(0]} 

5 K. 1 4 2 7 3^mi^7=i^y^ b^fcf* 1 4 2 7 3^mW-7 1^^ hJfc<if) 

1 4 2 7 3S^<*:oy v(Di-Dmnmi^tznt(Dm.-vh?>o mmmt 

LT«^ :^V-<^^B. (oleic acid). ^-«>'U5: h Iz-f (Pa 1 m i 
toleic acidsy / "-/I'i? (linoleic acid).v — U 

10 / Vl^^ (7-1 inolenic ac id)sT^=^ K^'^ (a r a c h i 
donic acid)> K=ii^^5^i^^^^ (docosahexaeno i 
c. acid, DHA) /£if;6SffiV>btL, t^t^Xh^</V^ hU^^^m (Pa 1 
mitoleic acid). V 7-/1^^ (linoleic acid). 
7 - y y (7-1 inolenic acid)^«C .t'^S^J-^ bV^o 

15 LTfi. m. ^^) (M> -T h )) J^. 

20 1 4 2 7 3^^#: (Mxtfcfif^Httl 4 2 7 3 ^^fls^^^ Lfcillia-^^ 
OiliDliail^iii^j'-^iif^^tp) *^P^<Z?{li-a-tl^f-ciy- h (surrogate) V 

1 4 2 7 3g^#:y;^>'K. r=i"=;^ h^fcftT:/^?^^^^ h^^^J:< J^iJ^ 

25 1 4 2 7 3g^#:y :^f;/K*5j;tJ«r=?=;^ 1 4 2 7 3SW^^JC^-^U 

r 1 4 2 7 3^^#:T=f=>^ hj i:V^9)o 
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iaii&rtc a^'+iiii. iNBiiai^c AMP^j^s mmp^c gmp^^. 4ji^h-/i- 
5 nui-?>m\i. Sllw^«$lJM^/^^y (ACTH) ^mnmmmj^t'Hi^mifh 

MAF ^i--ii(D V lymit-^tcn^Smt. Wm&KMM^^J^'^y (ACTH) 
1 4 2 7 3S^fl£T^j?=?=;^ 1 4 2 7 3 ^mm^^^'^ir?>:dK 

15 3g^#:<Jr(Z)?i^-a-;^^ii5^-rS'fl^-a'tl. ^yc{4»^<t 1 4 2 7 3 S:^fls:i: 
•tt£iDtb. :^mmit. (i) 1 4 2 7 3g^^^i;!^:^ego<t;^tii:^^i!l!fe$* 

fcii^i: (ii) 1 4 2 7 3^^i$.t^?im<Di\:.^^:^^unmit^mt^mm 
■^^rcm^t(Ditm^nt^'?^t^<i^mtir:hmmmt 1427 s^mP^tcD 

y-=>^^/^^fe^J:*5V^T{l. (i) (ii) (Dm^^i^^H^s M 
1 4 2 7 3SS^^sJ-M1-SM^(^l&-a-l:. if'^i'J^b 
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■^y:^v i^n&^mmm^. v m^^WMwas^fv^^y (act 

H) ^j^mmm^'^s )^^t^;\-'^y'^mnu^'iSE.s ^^fvti^vm-<^=f- k- i (g 

Wf^J^14> :^ M^;^Pti?g14> iiJW^K|iJ^5^^^^^^ (ACTH) :9-W^JS 
10 tt. fifes */i'^i/5>»SiJ?£tt> i//^;^;=?i^1^-<y^K-l (GLP-i) 

a) :^iiLfc«PJW^b-^!^<^s 1 4 2 7 3 S^#:f^^i!i!fe$-^f:::^^ <b . ^ 

15 &\.fz.if.mm\Y.^m(r) 1427 sg^f^sic^i-^^^s^ij^ 

b) ^^\^fz.if.%m(n>\\^^m-^. 1 4 2 7 ag^fls^-^W-t-^^ja^fcfi^ 

C-) *||§g<DDNASr#^i-S?^®i^m^^^ 
25 i:t3:J;oT»l^±J;i|imtfcl 4 2 7 3S^#:(J:^j!i!fe$-^fc^'a'<tx 

s::<b{-<koxMiii±i-ismufci 4 2 7 
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d) 1 A 2 7 3^^i^^:mmtir:bi\:,^m m^its :^mm<Dit^mtj:if) 
5 ^1 4 2 7 S^mi^^^^-t^mm (Ms CUOmm. AtT-2 0«) K 

mm^^fcm^t. 1 4 2 7 3^mi^^f^mti-6i\:^m:is i^v^nmit-^mt: 

1 4 2 7 3S:^i^^^^-r6M(^Stt^*fc^^(^fc{t5. 1 4 2 7 3^^ 
10 joJ;U« 

e) 1 4 2 7 s^^p^^m'mti-^it^!^ m^it. :^mm<Dit^mti:tn 
mufci 4 2 7 s'^mm^mm^'&tz.m^t. 14273 ^mi^^^tsmt-r^ 

15 <i;^Cj;oTlfflM±tC|^?aLfcl 4 2 7 3 ^ ^irfcm-^lcSoft 5 . 

i 1 4 2 7 3^^f*:t<^^^-a-i4^ig'fb$-ti:S<b'^tl^fc{*^om<7);^^ 1;-:=^ 

20 y-=y^5^■^C3iLTV^:5„ 

*-f^ y--^^i^;^^fej;:ffiv^5 14273 lti*. ± 

iBbfcl 4 2 7 3g^#:^lr#W-t§t)<^ffctl(^iRrtl<^^> <^-efco-C^> j:V^;6S, 

1 4 2 7 3^^i^^^^-t?>m%W}!iib(Dm?^'Dmmmm^y(>mMx-h^o b;6^ 

\^^hfi^-h(Dt LTfi. i^i.^;i^^fflv^T::k:l:l|^a$•1i:fc t h^^oi 4 2 7 

3SW^?fcif^^jiLT:v^5, 



wo 2005/051373 PCT/JP2004/0 17996 

163 

1 4 2 7 d^mW-^Bi^-t^i^it, ±|B©;^m;65ffiv^btb§;ei5, :^mm(DD 

5 V^T^)J:V\ 1 4 2 7 S^^fls^^^-K-rSDNAif^H-^^ilJltlMt-^A 

/^d{^3.D (nuclear polyhedrosis virus ; 

NPV) <z>7Ky ^ Ky , s V4 p E^^(^7"p^— iJ'— X vhP 

g#:^^(^;&-feT'tT5 wi;05-e#?)o [Nambi, p. if • v^-r- 

■^JU ' • /^'l' :tP i^;!^/^ • •ir ^ h y — (J. Biol. Chem. ) , 267 19555 

-19559 M, 1992 ¥1 \^mm(Dlfm^V^<^ Xn^j: 5 - i: ^^-e^ 5o 

15 Lfcd^oT. *Be^<^;^i5' !;-rly:^^■;^^fe^c^ov^-c. i 4 2 7 3 S:»^Sr-^ 

UTfi. ^ni^^*P<^:^}fel-tJ^oT)^i^Ufc 1 4 2 7 SS^ft: 
T'fcoT^>J:V^L. 1 4 2 7 3S^#:^^Wi-5M^ffiV^Tt J:< X l^tcl 

1 4 2 7 3^^i^^tti-^Mt LTds 1 4 2 7 3 ^^f*:Sr^3i. Lfc# 
Ji^m*^^<'^t.fl^m^;^(D^t^\/^Oo mm(Dm^:>vil^t LXn. Potter- 
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V htiy (Kinematica t±^) (D^^m. M^m^^^mW. V^^V^^V^ 

-L-;^lcJ;S:9-®&;J5±<b L-Cffiv^bn5p f!lx.(i\ Ummm^'^M (5 0 0 
5 ~3 0 0 0 r pm) T*M« (ii^x 0^^) ^iOU. ±?i^$biJ:iS; 

it (15000~30000rpin) -fii^3 0 2 ^^ii/O #btt5 

1 4 2 7 3 ^^#:Sr^Wi-5i^lBi!a^l^M^^'t'© 1 4 2 7 3 S:W#:<Z)J:f*. 1 
10 |p]il^^fc«9 1 0 3~i o'^^^t?*5 5o';J5$f* L< . 1 0 o^:9-^T?fc6(^ 

15 y-=>i/-r2>±te®a) ~c) <sr^ii-r5fc4e){;i{i. •0ijx.fi. ji^^j:i4 2 

1 4 2 7 Z^m-^m'^^h bT(4. ^^MO 1 4 2 7 3 ^^^J|s:K^;{i\ tfett 

^^i:l^^(^fStt^Wi-5m^;tai 4 2 7 3^^i*:iii^7te^;6^Mt bv\ ^ 

20 ^:^1-o 

25 if-%m(n>\\L-^mh 1 4 2 7 3g^#:^ 

y-:^ViJ'"^^fT^^5t<:fi> 1 4 2 7 3^^1^^-^^i-Sm* 
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y) 1 4 2 7 3^?^i^mMmB:ir^o ^^y^T-i^n. pH4~io 
m(Dit-^S^t 1 4 2 7 3^mi^t(D'^^^m.mLfi\^^y<yyT-x-hfn-i\^^ir 

flX^hX\(\ ^fc. ^mi^^^^^^i^^^-^^n&^X\ CHAPS. Twee 
0.01~10ml ©^Ix-feT"^— Ml-> — (5000~5000 

10 oocpm) <Dmm\^ti:^mm(oi\i^m^mML. i^^t^ii o-^m—i o-^° 

M(Dnmit-^^^^^^'^^. ^<^^mi^^& (nsb) ^^^tc^izi^mm 

0.^ (Dit^s^ <Sf ;!)B ;t fcSJS ^ :x - :/ ^> ffl Et- S o SJ:& ^ 0 ~ 5 

15 itbfcf^. ;;{f7;=^IIWIfti-^#1-5l*:M«#^Wi^^f-^— y:ti^y 
o) /ii^fe^^mfi^j^'a'S: (NSB) ^^\\^tz:^^yh (Bq-nsb) tr i o o% 

tLtcms (B-NSB) ■e^ijx.tf, 5 Q%uTi^^j: ?>umt 

20 :^mm(Dit^m 1 1427 3^mi¥t(Di^^iki:mit^^?>i\:,'^!m^:^ii^ 

]}-=:.y'!fir^±M<D&) ~e) ©i^-^feSr^ii-rSfcifjt'fi. ^!lx.ff> 142 

\^xm-&t^^tt^x^^o 

5 V ififlS «tt ^ ^ ^ V ^ :y :7 T - 3sm t . ^i^^b-^i^ 5r 
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T T 5/ -fe ^ ^fT^^ o T t> J; V\ $ fc. c AM P 0;tiljJ$iJ /fe ^(DfSttt^: o V ^ T ^ 

^i^^^^mLfcm^ii^ii^^xh^o 1 4 2 7 s^^w^mmLfcmmt Lxn. 

^^m<Dl 4 2 7 3g^#:^#i-Smt5fe^ ±m<Dm^^m(Dl 4 2 7 

mt^m. mm^Mi^. mmmm. mi^mmm. »iWi^tttti?^^^^:i5fflv> 
^nhit-a-mn^mmmt-^^xh^^xh^^/^L, <^^(Dit^mxh-^x 

T{*^ M;ifl^ Mi^ MBs V'^m. ^itii^mm. mm^£ti t<D 

20 i^m. m^m. ^^ym. ]}y=im. wm. ^B^^m. :^^y:^)v 

mmc^:^m^m^xnt>^t^^x^^o 
mmmt 1427 s^^p^to'^^^^mit^^^^t^m^r^i'^:^ y-a^t 
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^>Jfrf^7^ hX*h^i!}>\-i. ilEUfcl 4 2 7 3 ^^#:lC>5ti-5 T =^^;^ h<D;^ 

^ Vit. 1 4 2 7 3g^f$i. 1 4 2 7 3^^fls<Sr^W-rS^H 

5 1 4 2 7 3S^ft:Sr-^W-r5M<^)iIH:5^<S:-^^i-5t><^^^if"efe 

y -^^-iJ^'ffi^^ix ho^JirUTfi^ i«k(Dt><^;5^^if bnSo 

a) iJ^ffii^«*3J:tJ«»^^« 

10 Hanks' Balanced Salt Solution (^-/^tf^) 0 . 0 5 %<D^ i^sk^T 

MO. 4 5 MuKT^^^y^iJ'-T'Mig?!^® 4°C-t?^^#-rS/6\ ^SV>ttffi 

b ) 1 4 2 7 3 Sl^Mfp 
15 1 4 2 7 3S^#:^|im^-*fcCHO«<^. 1 2 1^- h 5 X 1 0 = 
^/':M:-eaf^Ls STVs SVoCO^. 9 5%a i r -C2 0^1J#*Lfct>O„ 

c) «Lfc*|l5g<^{b^tl 

20 1 nM\Z^$iir?), 

d) *is5^©jb'a'i^<^^M 
2. m-^m 

25 a) 1 2:A:m^i#«ffl7'I/- hJCTit^Lfcl 4 2 7 3^^^*:^mCHO*ED 
fla^> M'^mmmm Im l -e2|l|?5fc^#-Lfcmx 4 9 O ;z l (^ffl^TOfH^^^ 
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b) 1 0-'~l 0" °M(Dm,mit^!^^^i^^ 5 u lliW^fclks Lfc>^|i 
tLUWJ:^y K^0.2N NaOH-1 % S D S "C^^ t^ 4 m 1 O^gflsv^^- 

^u-^-A mytmmm) tm^^^. 

<I^S'JSU^ Percent Maximum Binding (PMB) Sr^^^T**^, 
10 • PMB= [(B-NSB) / (Bo-NSB)] X 1 0 0 

PMB : Percent Maximum Binding 
B : mi^^M^tcl^om 
N S B : Non-specific Binding (^#S6<J*g-^ft) 
Bo : 

^it^mtrzn^(Dmt^ mmmt 1427 3^^w.t(Di^^^^m^\:^^^ 

20 fcf^^fD^g (v^fc»^^5. 1 4 2 7 3g:^#:jc:^-t-5T>'^=f":^;^ h). (^^) flg 

ife^i: 1 4 2 7 s^mi^to^^ti^m^-r^^t-^^^i^fzn^iDm. ^5v^^i 
(^) wi^i 1 4 2 7 3^mw-t(Di^^ti^m{}^^^'t^it^m^fcn^(Dm. 

^(Di\:.^!^xh^x-h^\^\ 
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;4^0^tv\ :i(Dmti:m.t\^xn. mmm m^i-i. m.m. vi^m. 

1 4 2 7 B^mi^\zM't^r=^'=^y^ hit, 1 4 2 7 3^^#:i^^i-5 ]} 
1 4 2 7 3S:^flst;i^-t-5T^i?=i'^;^ hfi. 1 4 2 7 3^^mcM-t^ ]) 

itastt nm-f- 6 tz. *?> <^^^T'i£#tt ism u r t- 5 „ 

15 W^<^ 1 4 2 7 3g:^^i:0/fg^;'3^1t5Si-5^b-^t/*fc(*^(Dii«, 1 

ti>^x^?)(Dx\ mmmii)^m'r^±mmm^j:i:^zx^±xi&mmmmt u-c 
20 1 4 2 7 3^mm^M-r?>v \'^xh^mmmt^^ir?,^mm^^m{i>^'^ 

m^xn^fi^ (i) 1 4 2 7 3^mm^i^ir^Tdt:=.y^ht.fci-i m) mm 
25 ^i: 1 4 2 7 3^m^t<D^^tit:mfs^i-^it^<ii^i^tcn^<Dmi-i. mK.tt. 
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CTH) ^^mmmm. ^^^-^^"^y^^^^^^^ ^vu;^7=i>#-<y5^K-i (g 
L p - 1 ) 'j^mmmn (^f * u < mmmm-^^ h<D^v±o -ju^^nmnu 

mmu wm^wmmts/u^y (acth) ^mmmm. 
5 mm. -iffvio^ym^-f^^-^ (glp-d ^^mmd i:tTWfflx*fc 

(i) 1 4 2 7 3^^^*:lC^-rST:i-^;^ bSfcfi (ii) flIMi: 1 

4 2 7 3g^^$:i:o^st'&;^^^i3^■t■s^li^^^*fc^i^<z)^^i^^^^^^^^^?^^ 

10 imtgl^Ws -^h-^^^v Ti/K-i/;^. mWW^W^"^. i^m^WiSs 
^ffilUJE. iffiflii&LjE^ ibM^b. *'L-«J!£^ T 

mm), m m^^t. «^)^ tm^^mm. wmmm. i^am. -(y:^v 

15 i^Twi-^-. flgfl»#tt. ^ i/;^ y ^JiiL#. i«« 

tg-^jE. ^t^/^^^ (^K ^y^y^ h^=^y (cck). ;^f;^ by ^>i5^>f ^-t 

1. ^) ^^yf- K (G I P)s hVy. ^ym^-f^ K- 1 (G L P 

-1). y-^vy^'^^ys hu ^-j^w-^^^^ -^^v^y. ^^vt^^ta 
%fz.. if.%m<r>7.-!7 '')-:^y'!f-)s'^^t.\-i.:^^ '^)-=-y^^^y hSrffiV^T 

25 (i) 1 4 2 7 3^^^|s:l-*f-rST=f=;^ (ii) flMfl»S?<^ 1 
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mW}mi^0.'€ (PTC A) >mmm. ^'L^ili^<^)tI^iL^4'i:^^&^ 

mmrmB (chd). B^^jiiL:^^^^ mwmm&i3^x:^^(Dmmm^i:if(D 
r#btt6 (i) 1 4 2 7 s^mm^i^-r^Tdtz^^Y-^fci-i (ii) mmmt 

t^ju-ey (ACTH) 'AmmUMtLX. m^l-i. ACTHm^eiS. ^y^y 

&p%m. mp^m. ^m^^^^. ^^^^^ ^yi^y'^mmm m. ^>mwm. 
wm. iSjfiLjE> #M^4Sit^^^ mnm. #atj: 

15 wiiintmia^ mmmm 50^. yf'^m. w^mm. mti^T. \^-^ 

;5 (i) 1 4 2 7 z^^^m^^-t^ry^^ ^=-:^v-^f^\-t Hi) mwsmh I 4 

^yy^^ymmn^n. :^m/^m^ij. im^KM^/^-^t^ (acth) 
^^«®^|J^ i^^Ttsjv'^y'si^mmmu ^>^^ ^ym^^=f- k- 1 (g l p - 

wm&wm^^-^^^y (acth) 5>«»k )^g«^;i/^^^^MWJs 

^;i';(7=i>#-<r^ K- 1 (GLP-l) tLXt^X^h^o 
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nhfi^ (i) 1 4 2 7 3^mmm-t^r:yd'=^^7.hi^nnt in) m^aJsm 
mm.m. mmmmm. ^v-i^^^. t^xk-v^;^. m^mwmm'U. -mw.mm 

^y^))yr vfv^-. mmw^. m^m^. m^mm. y^ y y^s^^. 
10 mMM^s.. iftFFAiiE. %^mmm. mm. mmtmmnm. m^m. « 
-knm. mi^^/^^^ ^^t^^ v^=-y (cck). is:^vv y 
^-r If h y —^-ff- K (G I p). :)J:^v)}y. ^j^^ti ^vm^zf^ k- i 
(GLP-i), y^\':^^^ys ^7.YVymm^^^\^s ^^y^y. 

tiif) (D^^mm^. mi^s m-km. mmm. t^t>n 

^mmmmmmmmm) j^*f-r5« • imm^tut:^ v y:^Mmt lx^ 

tfc. ^mmoy:^^ ]} -=^yi!^ Mitten ]}-:=^y^^^y h^m^^x 

20 (i) 1 4 2 7 s^s^mz.n'r^Ty'$'^'=^:^hi^tcit Hi) mmm 

m^^mwjmm^w (ptca) monmw. >mm.m. m>i>&^(D^st^'b 

mm!kts:t^). y^^-mm. m^ ^^M^biS. Tan 
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mmmmm (chd). mmikti^). mwmmm^xmmmmti 

"c#btL5 (i) 1 4 2 7 3^^m^nir^ry'^=i'=^^h-^tc\t in) mm 
w^wi^WMM^^i'^y (ACTH) ^miS:T&Mtvx. mx.\t. i^^^mmb 

10 ±it. mmi^i^mi^. mn'>^MmMm^. mmm. '^^m. fifmm). 
nm-^^B m^it. ^mm^. mmm^. ^mnmitm. m^^mtim. 

wm&mmm^±. wm^^mim. ^^w^m^^^Mmmmmms ac 
15 THmkiKmm.)s m^it. -^it^> 
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10 <Dm^n(oj^^xi^mr^m-^'^mx^^. m^\i. mb^fetfc{t^(^^<^^s 
m^^ws^^h h^\^-m^m^hf\^tt.mA%m\^w^%f\'^'^wmf^nxWi 

15 ^^fij. iJit^,vWii>i\^'ms'f^^hi)^x^^mmt\.x\'t. m7L\i. if 
20 tiim^WiiEm\<^hfi^. mn^-mrmt^ti':f-^z;vxh^m^\^\-t. 
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hso-^^ Hco-5 0) fj:t'tmvxhx^\ m^^mtLxit. m^ti. 
5 ^tzs ±iBE^ft. mx.it. mmn m^ti. 'jywtm.mmm. mm-rh}) 

fLUife 7 5' -^t^:^. ti^v?, ;t>=^> -fp^s 

^J^ff. 1 4 2 7 z^mm^^-f^r^^:^ h©tS-%-ftfi> iS^^f^x 
15 x.«x (Me 0 k g LT) ^^:*^v^T{i. -0jco#|^o. i~i 

OOmg. ^*L<«j^l. 0~50mg. J:I90*L<«^1. 0~20m 

(MeOkg^LT) ^^^3V^-Ctt. -HtCotJ^O. 0 1~30 
20 mgSS^> tJ-^\.<\tmO. l~2 0mgS«. J: 19 0* L < «^ 0 . 1~1 

. omgum-^i^m'^MK^'oi^^-t^otm^^xh^. m(omm(om^-h. 

Me 0 k g^fcl9Jc:m^Lfc*^^-§--t- td^T't?)., 
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:/ n — KT'Jt^T' # V ^ 'b <^ o V ^ T X - (c|a^ L r V ^ V \ 



10 


s : 


l/l/'^fV-yV (singlet) 




d : 


^•Zf^yy h (doublet) 




t : 


y\)rfVvY (triplet) 




q : 


^ T f^'T V y (quartet) 




m : 


-^jV^-fVy y (multiplet) 


15 


br : 


•/P — K (broad) 




J : 


y'f'^) V^'^W. (coupling constant) 




Hz : 


^jvy (Hertz) 




CDCI3 






DMSO-dg : Mi^/ =f-)V7. /l^/^ ^ v- K 


20 


'H NMR 





I UPAC — I UB Commission on Biochemical Nomenclature tJl i 

25 ■^^(Dhir^. 

DNA : x^^^pv^y 

cDNA ■ :M6^T=>=¥i/y 
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A 


: / X — ^ 




T 






G 


: ^T^y 




C 


: \/yyV 


5 


U 






RNA 






mRNA 






d AT P 






d TT P 




10 


dGTP 






d CT P 






ATP 






EDTA 


^ ^ ^ X V J X J I'll"! 3E?jt* IlCA'^ 




SD S 




15 


G 1 y 


: y i/^^ 




A 1 a 


: Ty^y 




Va 1 


: y 




Leu 






I 1 e 


: ^ y n >f :/ 


20 


S e r 


: "fe y V 




T h r 


: ^ i^W' — ^ 




Cy s 






Me t 






G 1 u 




25 


Asp 






L y s 


: ]) i^y 




A r g 
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H i s 






P h e 






Ty r 


: f-p 




T r p 




5 


Pro 


: y 




A s n 






G 1 n 


: i^Vv^ 5 




p G 1 u 






* 




10 


Me 


: p'f^/^S 




E t 


: :rf-/lxg 




B li 


: 




P h 






T C 


:^Tyilv'>'-4 (R) hS 


15 














T o s 






CHO 


: /Jn/U?/!^ 




B z 1 


: ^yi^/l^ 


20 


CI2 B z 1 






Bom 






Z 






C 1 -z 






B r -Z 




25 


B 0 c 


•: t ^^>^:i{7>'^:^l^'=/^' 




DNP 


: h p 7 ^ y ^>'^ 




T r t 


: hy^/u 
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Bum : t —y' h'^i^^f'^^ 

Fmo c : N— 9 — :77W;^-l/=/W7« h ^v':*/W5j?::^yW 

HOB t : 1 -t Kp^:/^:/XM; /V 

HO OB t :3,4-v=tKn-3-l:: 4 y - 

5 1, 2, 3 -^^y MJ Tv':/ 

HONE : 1-t u ^i/-5-y /U^/U:^>y-2,3-i;^:fy /UT^^'iyyf $ K 

DCC : N, N' -i^iy^u^^iy/U^jU:!i^py(^}^^ 

DMF : N, N-v5p<5^/^/}^;^i^7'S: K 

THF : Y- 

10 :^mmm(Dmmm(ow,mm^n. &.T(Dmm^7fi-to 

t h 1 4 2 7 3 S^^<^T ^ y 
ia^J##: 2 

t 4 2 7 3S^#:^="- K-f 5 cDNAO:^SaH^J'^^-t-„ 

15 ia^lj#-^ : 3 

•7r>;^Sj|51 4 2 7 3g^f*:(^r ^ /M^iJ^Tj^-to 
mn^^- : 4 

4 2 7 3^^#:^3- K-fS c DN A<Dlt£ifl^lJ^^i-„ 

@a^lJ#-§- : 5 

20 ##^JA 3i^*5tt^ P CRS/S-e^^ Lfc^7'l'-7-0:^Sia^lJ^*i-o 

aa^j*-^ : 6 

iB?iJ#-§- : 7 

25 Sa3?IJ#-^ : 8 

7 5/ 4 2 7 3^^i^<DT ^ / mmnt:^-to 

BB»-^: 9 
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ga^j#-i- : 1 0 

A 4 53 ft 2) P C R SfST'^ffl L fc 7 -7 - <D:^£@B^J o 
ia^J#-^ : 1 1 

@3^J#^ : 1 2 

A 4 \c *5 {-t -5 P C R SiS -e^ffl L fc >^ n -^(Dm.&mn ^ ^"to 
iB^lJ#-§- : 1 3 

^nmA 5 lC*3lt5 P CRS^&T'^^ Lfc^'y-i'-^- 1 O^^gB^ll^^^i-o 

10 mmm^ : 1 4 

: 1 5 

##f!|A 8 JcjbMt 5 P C RSfC^X'^ffl L]^cy7^-7-(^4iSia^JSr7i^f c 
@2?!I#-^ : 1 6 

15 ##^JA 9 ICioi-f^ P CRRft^xmm Ltc^y 4 •^-(Dm.mmm^mir, 

mm^-^ : 1 7 

0^mA 9 [C*5tt 5 P C RKJST'^ffl Lfc:/o^:/©:^SSa^J^^-to 
@a^J#-S- : 1 8 

##^JA 9 J^*5ttS P C RKJi&-C^ffl tyhT'y-l'-^-Oi^Sifl^lJ^^I-, 
20 ga^lJ#^ : 1 9 

#%f!lA 9 t3:*D(t'5 P C R^l^iT^ffi Lfc^^-r "^-(^i^SiB^J^^-to 
ia?IJ#^ : 2 0 

«©##|^!|A 5 X'^htltcmK^W^i^E scherichia coli 
25 JM109/pTAratl4273f4 2003¥4^18 0 ;5^b^i^i^O < 

m:*: 1 T s 1 1 'f'*^ 6 immm^ 305-8566) (DmiimMmx 
Mmwm^>^m%'m m^o^'wrn^ ^fe#-^ ferm bp-ss 



wo 2005/051373 PCT/JP2004/0 17996 

181 

6 1 <b bT^fe$^TV^5„ 

##|fijA 1 thj3j;tJ«-7!>;=^1427 3 g^#:(7)|§m^i5' ^-(^tf^ 
t hisxn^^:^! 4 2 7 SgiW^Sr^- F1-5DNAif>}-tt-?:ti^*H. W 

02002/678 6 8 43ctt/WO 2000/00611 tCfB^tDia^lJtClt^ o 
5 -CPCR^IrfflV^TMTC/^•^-/^ {^nyy'y^) Hi^^^ti-yL, #btb/wD 
NAifJt^P AKKO- 1 1 1^^^ — <DS all. S p e I giSfi JCl^A 

■^n^^tioigm:^^;^ 5 K^fll^b/co g^v^-cg^^^^(D*?*-ecHO (dh 
f r") mfi^ii^:^n^<Dm^-:^y ^ ^ h 7 v;^^^:;' i/a y ^m^^ 

10 (DS^|§5i.M^®#bfCo 

##f!lA 2 t h 1 4 2 7 3 §:^fls:(c:^-t-?))ilfl*^<^)S^&'l4oil 

m 

cHo-Kimmmt. #ra4fe:^5*$v^ps«9 1 o% d n v i 

t r o g e n) Sr-^tf ^^i=^ F - 1 2it% (Invitrogen) <^fflV^Ti# 

^±^11 U/Co h 7 i^;^ 7 a. ^ i/- 3 y {* Lipofectamine ( I 
n V i t r o g e n) ;^r^V^. ^^j^#0;^fet-2pCT^^^^fTofco 

(c6-we 1 1 7°^-- h^j£ffi-rsm-^(±s ur(Dx^i,^n^rc. i^-r. 1. 

20 5 m l^^^-:/^2;2|s:ffiSL. ^tb^'tbtCOp t i -MEM- I J#ji& (I n 
vitrogen)<SrlOOAzl i9-?^Lfc„ )^:)j(Df-^~-:f\^mm^i^ 
^ — ^ 1 M g^ t> 5Jt^J-L ipofectamin et*:^^6 ju 1 BM^. 

m^^u-B-L, 2o^r^^m.\zw^m^fco ^(^^^^t^op 1 1 -mem- 

^^8 0 0 M im^fzhyyy^y^^^i^aymM^m^. hhi)^C1^0p t i 
25 -MEM- Ii#«6^ffiV^T^^^LfcCHO-K l!SlJiat-»^s COgit*^ 
tCT6B#rBli#*L/c„ i§^^(D^[HflSfi. PBS (Invitrogen) ^ffi 
v^TU Lfc^x o. o 5% h y • EDTA:^M (I n v i t r o 
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gen) ^^V^TilJ;^S L> ii'L^'^i^THUIX tfc„ # 

mmio 0 jji 1 5 X 1 0'*|®(^iNBJia;d5-^*H5 J:9{-I&f5t. B l a c 

k walled 96 -w ell plate(Costar)l::i "Khfc 

D 1 0 0 ju 1 T co^mm^^^x-mi^mi-fc, ±f3h7^/^7^ 
5 ^iya ymm^x-mm^^^i^^mm\^ti c ho - k i mm^^m^^^ 

•T/U^mUWL. :i(D^.(Di^m^:^;Uiy^J^m&<DmW}^FL I PR (Mo 1 e 
cular Device) ^ffi ^^TSy^ Lfc, F L I P R (CT^fflflSl^^^/^v' 

fe*F 1 u o 3-AM(DO J I N) ^^^JdP-tSfc*. fc5V^fiFL I PRT5/ 
10 -fe-r lrfT5Eiitc^iiS^gfc?l^i-5fcfeOT5/ir-r/^5'7r--^^f^^bfCo HB 

SS (Invitrogen) lOOOmUClM HEPES (pH7. 4) 
(DO J IN) 2 0ml ^1]ax.rcmm(&>Ts HBS S/HEPES^^^) 
yu^:^iyh' (S i sma) 7 1 0 m g ^ 1 N NaOH 5 m U^I^^^f^ ^ 
fetJlHESS/HEPES^^Sml ^^*Px.Sl-^ Lfc^^ 1 0ml ^^APL. 
15 ^KDm^^Ty^-f^^yyT — tLtZo d^i^F 1 uo 3-AM 5 0 /i g ^ 2 
1 M 1 DMSO (DO J I N) iC^ML. ^fe(C^M(D2 0%://VP^^ (M 
olecular Probes) t^M^M^^. 1 0 5 ju 1 (D^l^l^jk^^ 

»bfci 0. 6m 1 o)T T-i^MK.^-^^^mmm^mmvti. 

yy^T^yzxu^^ys :/M=^JfeLfcCHO-Kl«(Dl:t±te^[^t^ 
20 ^fe^M^ <9 1 0 0 M 1 -f^:5^J^^s C02lt«^l-TlB#^1i#« 

^fflVNTi5fe?^tfcf^. F L I PRjCH?>y h Lfc„ ^fc. S^^^^CHO-K 

F L I PRfC-fe^/ h LfCo £;±<DSu*0;ft<^i!iLifcm, F L I P R(^T#a^@^ 

h Iz-f (Palmi toleic acid) (01), !) / —}V^ ( L i 
noleic acid)(|Il2), y-U / (y-Linolenic 
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a c i d) (|113),T7=¥ K^^(A rachidonic acid)(S4)^ 

(Docosahexaenoic acid, DHA) 
(HIS) ^^M^tct%\Z. fc h*5cttK-7!j'^ 1 4 2 7 3^^#:|r|g?l.-t-SC 

##f!iA3 fc:hl 4 2 7 3S^^^ mR NA(^|§5i5>* 

mRNA(^)^^ft<^^l:(e:{iAB I PRISM 7700 SequenceD 

10 e t e c t o r (T^^-r hV"^^ AXft) ^fflVNfco liaSt^^S}:: 

fflV>-5:/7-f^-[5' -GCTGTGGCATGCTTTTAAAC-3 ' ( IS S : 5 ) . 5 ' 
-CGCTGTGGATGTCTATTTGC-3 ' ( IS # : 6 )] ^ P — :/ [5 ' 
-AGTTCATTTCCAGTACCCTCCATCAGTGGC-3' (Sfia?IJ#-^ :7)]{i, t:hSl4273 
S^#:<Z)±tM^J (ia^J#-§-: 2) ^^>iJ;:AB I PRISM Sequen 

15 c e D e t e c t o r #;B©y 7 h !>^T P r i m e r E X p r e s s (Tzf 

t t o t a 1 RNA (^n:/xy^tt) 1 ju g 7 ^-tJ^ 

M^^^^mt LTSuperScriptll (GIBCO BR Lft) 
20 ffl WO^P h3-/l/(c:Lfc;d^oTfTofCo AB I PR ISM 7700 Se 
quenceDetector <7)S/£M(i TaqMan Universal 
PGR Ma s t e r Mix (T7°7^ bV^^ ;tv^>5. xiNX^fc) ^ 1 2 . 5 ju K 
#7°-7^-7-<lrO. 9 mM. :/P— :/^0. 25/iM, c DNA?t?K^^i-lf-a- 
^WtKT' 2 5 IX \ t LXmU L/CoABI PRISM 7700 Seq 
25 uenceDetector "COS/^i^f* ^ 5 OVX 2^^ 9 5 X:X 1 0 ^(D^^ 
9 5t;-15#. 6 Ot) • l^)-Of-'i'i5'/U^4 OlH|j^l9iiLTfTofc„ fc 

ffliiii5T'(^mRN A^^ia^^^m 6 iZTT-to rmii^^mmm.m'^i^mxMif^ 
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##^JA4 7 ^/ M 4 2 7 3S:^{$: inRNA(D|g^5>^ 

mRNA(D^^-^<D^m\atAB I PR I SM 7700 SequenceD 
e t e c t o r (T^y^ K^-^^ ^iX^^x AX|±) ^m^tc, 
5 ffiV^ST'^-l'-^— [5' -GTGGTGGCCTTCACGTTTG-3 ' : 10), 5' 

-CGCTCCTGAACAGCGACAT-3 ' (@fi?^J#-^: 1 1) ]i:yD — y^[5' 
-CAACTCCGCCCTAAACCCCAfTCTGT-3' (iB2?!JI|-^ :12)]J4, 7 5/hMl4273 
^^^^<^:^SiS?!j (Sa^lJH^ : 9) ^^^<b(c:AB I PRISM Seque 
nceDetector C9 y 7 hlJ^jcTPr imerExpress 

total RNA^ I s o g e n 5/ >K ^-i^— >1±) , poly (A) +R 
NA^mRNA purification kit(PharmaciaH:) 
itl^}tl(D-r:^=^TMcVfz^^'DXmmLfZo nibtltzp o 1 y (A) 

15 ■'■RNA iMg^Dnasel (Amplification Grade, 
G I B CO BR Ltt) ^a^, 1 6 0 n gr^-^RNA PGR K i t (T 
akaratt) i|^ffiV^T^ -^^ci-Tyl^tCt^VM 2'CT' c DN A^-g-fife bfeo A 
BI PRISM 7700 SequenceDetector O^^S^Kfi 
TaqMan Universal PGR Master Mi x iT^y 

20 HV^-t':t^y;^xi=.X|±) ^12. 5 m K ^y^-r-^-^O. 9 /zM, — 
y^O. 2 5mM. cDNAl^f^^SrM^^P^. ^l?7Kt?2 5 a 1 i: trpM 
LfCo ABI PRISM 7700 SequenceDetector-C 
(DElt^n. 5 0°C-T?2^, 9 5°CT10^©mx 9 5°C-15#, 60°C-1 

tfi^m:^ h l^;^Sf:ft^tb)^C7 y hOTSflcr-fll 4 2 7 3^^flsmRNA©|g 
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^5/ hPDNA^«i: LT. -fy-i-^-l imm^ : 13) Jk^zfy^ 
5 -^-2 (@B?IJ#-i- : 1 4) ^r^V^-CP CR^fr^c^ofCo PCRJ^fi Klen 
taq DNA Polymerase n — l/'r -y^) SrllV^^ { i ) 9 
5^ • 2^. (ii) gS'C-lO^. 63'C-20#. 72'C-l:9'?r35|ElO 

7 2°c- 7^^©#;SSj^;^fT?'ceofc„ Ki^;^. mmm^To^o ta 

Cloning Kit(Invitroge n1±) (D^-)j\Z\^fz.i)^oXzfy 
10 K^^^ — p CR2. ITOPOdnvitroge n^fc) \7L-^ u — :=. 

^itOiJ^ n-V^ a mp i c i 1 i n^^t^LBm^i^m^-VrnMl-fCo 

<^=»- K-r 5 cDNA@a>?ij (ia^ii#-i-: 9) ^mco. ^(DcDNAxy)m^m 
15 ^ti^Ts. ymnm (mm-^-. s) ^^^-t^^mmi^-^y^-m&K^r a 

t 1 4 2 7 3 <t^ife bfCc ^fc. (E s c h e r i c h i 

a coli) JMl 0 9/p TA r a t 1 4 2 7 3 UfCo 

##^ajA6 t M 4 2 7 sg^fls^mcHomoc AMP0^}::*fi-<5IIg 

20 t h 1 4 2 7 3S^#:|§3EaCHOga^,^, 1 X 1 0 Vw e 1 1 (D^I^X* 9 
6-well Plate T' 20 B#^1J§# Ufc„ ifsfflflaf* 1 0 0 m 1 <OA s s a 
y Buffer (0. 1 mM I BMX (fP^M^) *5J;T^0. 1 mM R 
o-20-1724(Biomol) ^"^tpDMEM (I nvitrcgen)) 
X' 2 2 MO 7 yt-zP::^ ny> (Forskol in, ^P^M^) ^ 

25 •^tP^y^:^^-t*^.^V^A s s a y B u f f e r Lfc@g^> V - U / 

V DHA*5j;U«;d-l/-f (<kt>{J:S I GMA) Mx-T 3 7t: 

■ei 0:^^^S^£;Lfco c AMP Screen (ABI) <D^1o\Z'l)^^ 
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■^tt.ti:\^fkWX*\'i.. #TOi^{lt h 1 4 2 7 3^^^^iaCHOmj^*rL 

-e«. \ivi A2 7 z^^wm%ciiomm^n\^xy-]) /^y^. y^r 

#%f!lA7 mmmmM\^iii^^ M 4 2 7 3g:^#:^mCHOMT'<DMA 

10 p =3s^-^— ^^ttfb 

(D:^mXi^^Vtc\i h 1 4 2 7 3g^#:^?I.CHO (CHO-h 1 4 2 7 3) 
*fc{iCHO-mo c ki^fla<Sr3 x 1 0 Vw e 1 1 (D^^X 6 ^^^./uyu^ 

15 }^ikm^BmLfc-h(D) ^Lx-mmmi^. ^hicmstmrn^ c^-^^^mem 
a ^m) Lx-mmm Ltz.mL\^^mskmmmi,L^tkLx 4 mmmm'^. 

l^yjV/^yyr— (TEFCOa) T'M^^^ • tiWbSDS-PAGEtC 
cfcoT:9-gf^ffo;fe„ ^(^#P h o s p h o P 1 u s p 4 4/4 2 MAP 
20 k i n a s e (T h r 2 0 2/T y r 2 0 4) Antibody K i t (C 
ell Signal ing Technology, Inc) ^fflV^fc •J'^ 
^i5^y:/p vyx^^-i^^^ffofco ^<^l^:i:x 0 1 0 t:::^-rii «3 . tM427 
3S^^$:^mCH0^5EBSa-e(7)^. JCMA P =3r■:^— ^(^ y ^^-fkic 

25 ##M A 8 3 T 3 L 1 ^J3&<^/lgjteiB/ia^^b^^tC# 5 1 4 2 7 3 ^^ft:© 

•7 r^^j^miiMiia^iB^ • 3 T 3 - L 1 mm.(omwwm^(i:>'Mmmm 
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5 1 4 2 7 3g^#:cD^Mil)^U^T<^SM"e«Lfc„ 

m^n4:. % %/ \ ^)Vx=L^7., 1. 5g/l Na gHCOg^-ttPDu 1 
b e c c o' s Mo dified Eagle Me d i urn (DMEM^ 
^VyfV^^l^^'L) \Z \ 0%!>v^jl^j^jfiL?t (Th e r mo T r a c e|±), 10 
5 OU/ml^=^/y^> 1 0 0 M g/m 1 X?. M/7"h-7-f v^y^»bfc^>(D 
S^ffiV^fc„ 7 5 cm2 7 7X=iT='i/:7/U^^M3:*T'J#«tfc:3T 3-L 1 
i^BSJe:^ 2. 5/iM Dexamethazone, 0. 5 mM 3— iso 
butyl— 1—methylxanthine, lO/xg/ml -Y^^^^^U 

i^^-^tf±IBi#la^ffiv^T2 BFBl:5}-{b^»Jii(^4;t. j^^t^lOMg/ml 

10 y ^^■^tf±iEi§i(&"eit#L/Co HHa^lrPBS (-) T* 

2lW|Sferf-t. RNAtt(HB#*-e- 8 0'CT*<!p:#Lfc„ 

Total RNA(*ISOGEN {^^yifs^y^y—l/) t;irttl±iLfc„ cD 
NAtt, RNAl n %t^h'7V^J>.-fyy{-^—^ W.'^'B^h LX S u p e r 
S c r i p t I imm'^W-n (G I BCO BRL|±) =SrfflV>, mM(o-^=-^ 

15 T/^t^t*l^oT4 2tt?S^&S:^tV^, ^J^;;|lTft{2:^^y wuit^LT 1 0 0 
1 J-^^l UfCoRT-PCR (4 Sequence Detection Sy 
stem Prism 7700 (PE Biosystems^i) ^fflV^^ 
^^hW^COtrL^cryfy^-^—h UT5 * -TCCGAGTGTCCCAAC 
AAGACTAC-3' (Sfi^lJ^:-^ : 1 5 ) , 5' - G A C T C C A C A T G A 

20 TGAAGAAGGAAA- 3 ' : 1 6 ) i tKT a q M a n pr 

obeitXS' - (Fam) C C G C A C G C T C T T C C T G C T C A T 
G- (T amr a) - 3' \ 1 7) ?fMtfCo RT-PCRRfS^ 

fiTaqMan Universal PGR Master Mix(PE 
Biosystemtt) 12. 5 m ^tt^tb 1 0 0 M(^7°7 ^ ^ 

25 ^^0. 0 5 M U 5 m MOT aqMan probetrO. 5/xK *3j:t>* 
±fB-epMLfccDNA^?^>lrO. 5 m 1 ADx.^ ^©TkT'i^Rj;^^*^ 2 5 m 
1 i LfCc PCRS;&{4 5 0°C -2:5^, 9 5°C • 1 0^(O^, 9 5°C • 1 
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eCC- 1^(D^4 i^/U^4 0mB^T&l'fCo #btlfc3T 3-L imt^jo 
it -SI 4 2 7 3^^i^<DmRNAmW.Mi-±t o t a 1 RNA2 5 n ghtc^) 

(D=^\^-miii^x%mLtz (mi Do 
^(Dit*, 1 4 2 7 s^mmtsrs-Limm^mm-^oj^imm^no 

iiJPlS^^it) btl. 1 4 0 i \a-i 136027copies/25ng tot 
a 1 RNA<t:^iofc„ t(D:itf)^^. I 4 2 7 S^^miBS^jMi^X^m^^J:^ 

##ifijA 9 y^y hmmmmmmmmmohmmm^immm 51427 
10 3^mi^<D^m^m 

mmmmR^ (HOKUDott) t^ov^r. •tn^'tiiDjtit*HurawM(^m 
)te«'-<7)^it;^^t-#5 1 4 2 7 3^^i^(Dm'^mm^uT(ommxmmL 

15 iti^&f±4. 5 g/ 1 1. 5g/l N a aHCOg^-^tfD u 1 

becco's Modified Eagle Medium (D— ME 
I n V i t r o g e n^fc) JCl 0 % v'il^J^jk^t (H y c 1 o n e tt) , 1 0 0 
U/m 1 ^^--S/"!; 1 0 0 M g/m 1 ;^ h h'^'l' ^^i^^tt LfcbOSr 
ffiV^fCo 2 5 cm''yyy^=iX=iyy/i^^^^ h\cti:^-txm^Lrc^mm^s 
20 2. 5 (iM Dexamethazone.^ 0. 5 mM 3—1 sobuty 
1 - 1 -m e t h y 1 X a n t h i n e , 1 0 m g /ml ^ ^-^^ U >'^-^tr 

^W^(Om^-ii'^b Total RNAlrlSOGEN y ^ 
25 ^V^TJAtt} L^to cDNAft, Total RNA 1 m g 7 i^^A^ 

y-i-^-. ^^^mmt LTS u perScript'^**! I j^fe^^^ ( I n 
V i t r o g e n^h) ^ffiV^, ^#<D-^- ^ T/l^tCt^^o T 4 2 °C-CS:^&^^TV^ 
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i^mV. RfS;i^TftlJ:^^/-/l-MU'^4 Oju 1 Tr i s-EDTA» 
H^KMM L-fCo RT-PCR{t Sequence Detection Sy 
stem Prism 7700 (Applied Biosystems 
m mmtm<Dtc)i>(D^y^-r-tLX5' -GTGGTGGCC 

5 TTCACGTTTG-3* (IB^lJ*-^ : 18). 5' -CGCTCCTGAA 
C AGOG AC AT- 3' (iB^J#^ : 1 9) *3J:t>*T a qMa n-/P b 
T5' - (Fam) C A A C T C C G C C C T A A A C C C C AT T C T G T 
- (Tamra) -3' (@B^J#^:2 0) U^^c, RT-PCRK«{i 

TaqMan Universal PGR Master M i x (A p p 

10 lied Biosyste mtt) 12. 5 m "tfl^^ 100 n M<D >^ 

y4^—Bm^0. 2 2 5 m K 5 juM(DT a qMa n 25 

^2 5 M 1 i: bfc„ PCRR^&f4 5 CO - 2^. 9 S'C- 1 0^<^^> 9 5°C • 
1 51^\ 60X:- 1-^0)^4 ^Ji^^ 4:0 ml^*)MLtz. nhfitcm-^^M^iOj 

15 «l^*5tt§ 1 4 2 7 3S^^*:OmRNA||5aS{tTo t a 1 RNA 2 5 
n gfcfc<9C>=it°-ic<t L-C^ttlbfc (E112)o 
^<D1^^. 1 4 2 7 3S^^*:(*lOf^it^efeW«W^/ia. «it«mfeftu 

20 1 4 2 7 3g:W#:f*fllM«-eig^^^SS'J^^aoTV^6 ^#X.btlfCo 

##«?1JA1 0 fl§M^{J:J:SA t T - 2 0iNHj3a)6^b©SiJW;SKM'J^^^^^ 
(ACTH) 5>sf:><^w^?gl4 

ACTH^^^^i.^c^;ts^#^^:EJ^T<^^ffi"eiP^'f tfco 

25 ^-f poly -D -Lysine n - h 7 7 ^ = ^fflV^fc = >'i5' h-feV'iJ' 
v-a^/felziiD. AtT/2 0Mt5^ ;6^b#«14<^M»Sri^ o-i^ 

■fbLfco i^%{t4. 5 g/ l<^i5^V^3 — ^^^-^tfDu 1 b e c c o' s Mo 
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d i f i e d Eagle M e d i u m (DMEM, If b p 'J^V^i) 
1 0%!>v'Jl^iSlfiL?t(Th ermoTrac e^h), 1 0 0 U/m 1 U 

1 0 0/z g/ml ;^ M^y h•r-ri^:^Sr»Ufct>oS^fflv^;fc, ro^^ttA 

t T/2 0»Mt*^4 X 1 O^cells/well/lOO/z 1 (T^^^-C 
5 P o 1 y-D-L y s i n e 3«- h 9 6 ^^C^V^TZ:l!fei§* 
T^y-fe-f t-#^bfCo T>y'fe-ri^>«V>5B u f f e r iJlfi. 25mM HEPE 
S (pH7. l)s Ig/l (Di^'/l^^ — ^^^t^Dn Ibecco's Mod 
ified Eagle M e d i u m (DMEM. -f > If h n ^" W±) ^J? 
V^fc„ r©Bu f f e rT*2lIl?5fe^Lfcf^. B 
10 u f f e r 0 0ml AP;t. CO^^ ^^ar^-^-^J^-T'S 1 "CimH^^-i 
^^^^f^tfCo iSJ^t^l 0 nM(Dim.^KM^/^*^^raH-T- (CRF) * 
#T-eW^^-^^-tS b u f i e r -^1^^^^^n\<^s CO^-^ y^=^^- 

Lfc^ 1 2 0 0 r pm. 5 m i n . ^tfi-CiS'L^ ■f'g^^^f-i/-//^^ 5 Om 
15 1 (iHlxtfc i^^±OIIMm^-*3V^-Cf^> jlgWi?fi^Bt!>^>MTyu:7^5>- (B 
SAx Sigma) i:*/UJtB S A : F F A= 4 : 1 0^{^T'*#$itfCo * 
fcBuf f e r (Z)^<0|2i:CRF©;9^»bfcI2:t^'b. TOi?%»-rSEt^ 
?iA-rSB SA>lr^ftinx.fCo |lllRLfcf-:/7'/L'f4. AC T H?a'J^=^ b (H 
^^TV;t?/^ACTH I RMA rrL:;f;j) ^^V^T A C T HM^ffl^ bfCo 

^ (a-LA) \iLiiK)-^nficR'PK^'oxmM^nfz ACT n^momm-i)^ 

mi^hflf^o -:*r. 1 4 2 7 Z^^m-r^^^ hm^^m-^fa^^mm. (BA) 
f^WE'fe C R F^#14 A C T H»oiq]$ij $ m^^fz. 

25 7K?^L:fc4-t Ko=3f■v'^y•^y:^P^^':/i^7«f^>'^ (O.TOg, 3.9mmol), ^y 

v^/I/T/l^^i-^^ (0. 48mL, 4.7mmol) 4o j;0 b y 73i:^>'W^:^:7^ (1. 2 g, 
4.7 mmol) (Dr b ^ t Kp^^^ (5 mL) UW-^^T 'J:^ f^^'^B.^^^^^ 
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(0.73mU 4.7minol) <^^®Tt. li^i?^7K?^TT 2 B#^1ii#tfCo KiS^t- 

y J^^ n^y^jy 4- (^'Srf - V/i^^:n^/U=l7 : 3) 
L. Mib-a^t) (0.62 g. W 59%) ;^|&*ibT#fCo 
5 'HNMR (CDCI3) 5 2.59 (2H, t, J=7. 5Hz), 2.89 (2H, t, J=7.5Hz), 3.66 (3H, 
s). 5.04 (2H, s), 6.90 (2H, d, J=8.6Hz). 7.11 (2H, d, J=8.6Hz), 7.29-7.44 
(5H, m). 

##f!l2 4-[(3-:/p^:7 3ir^/i/)^ Y^-y^^y^i^-:rvi/^vW.:^^)V 
10 3-^n^^yi:^/vr/i^=i-7i^i!)^hmmi\:^!^t:&^B^t Lxntco^^ 68%„ 

•H NMR (CDCI3) 6 2.60 (2H, t, J=8.0Hz), 2.90 (2H, t, J=8.0Hz), 3.66 (3H, 
s). 5.00 (2H, s), 6.88 (2H, d, J=8.6Hz), 7.12 (2H, d, J=8.6Hz), 7.21-7.27 
(IH, m), 7.34 (IH. d, J=7. 5 Hz), 7.45 (IH, d. J=7. 8 Hz), 7.59 (IH, s). 
##«»J3 4-([l, l'-bf7zc:^/H-3-r/l-^ h=3E^i^)^Vif >'yp/N':/i?P<^/U 
15 4-[(3-y'P^7^::^/^)^ f> dri/J^yif i^T'P/-^^'^^ (0.60 g, 1.7 

mmol). y a^:^/l-7^n:ym. (0. 25 g, 2. Immol), ^Bi- h ]) ^ (0. 55 g, 5.2 
mraol) h/l'3i:^-^iJ'y-/W7K (5:1:1, 35 mL) JC^^?L. T/^=i"^emt 
fcf^. hy^:^ hV y:3^=^/^^:^y^ ^''^yi^'^J^ (99 mg, 0. 086 mmol) $r 

Ls ^mit^m (0.55 g. IR^ 92%) UT#fc, 

^H NMR (CDCI3) S2.60 (2H, t. J=8.0Hz), 2.90 (2H, t, J=8.0Hz), 3.66 (3H, 

s), 5.10 (2H, s), 6.92 (2H, d, J=8.5Hz), 7.12 (2H, d, J=8.5Hz), 7.35-7.47 
25 (5H, m), 7.54-7.65 ■(4H, m). 

^^m4 4-(2-:7^=7U3i hdri/)^y-^y:/p/-?y^^5^/i^ 
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'HNMR (CDCI3) 8 2.58 (2H, t, J=7.5Hz), 2.88 (2H, t, J=7.5Hz), 3.08 (2H, 
t, J=7. 1 Hz), 4.14 (2H, t, J=7. 1 Hz), 6.81 (2H, d, J=8. 6 Hz), 7.09 (2H, 
5 d, J=8.6Hz), 7.20-7.34 (5H, m). 

#%^J5 4- (2- 7 a: -/I' h'^i^)^^-^ yzfci y^l^^. 

A-i2-y a^=^/u:x^h^-y)^y-^y:f^^-^:y^/f-/i^ (o.es g, 2.3 mmoi) <d 

J-fV (3 mL) mm-^ 2 ^^TKMf- Y3pJ>>imWL (3 mL) <^^Px.. 
50 tJT' 1 ^mW^tyto dLJm.\^ 2 ^^i^^ (2.5 mL) ^Mtl^ m 

— ^drf-^/^J.^S^MfsUs ^H'fb-g-ti (0.50 g, HX^ 81%) ^^#fCo 

ib^ 91-92 r„ 

^HNMR (CDCI3) 6 2.63 (2H, t. J=7. 5Hz), 2.89 (2H, t, J=7. 5Hz), 3.08 (2H, 

t, J=7. 2 Hz), 4.15 (2H, t, J=7. 2 Hz), 6.82 (2H, d, J=8. 6 Hz), 7.10 (2H, 
15 d, J=8, 6Hz), 7.20-7.34 (5H, m). 

#%0!I6 4-([l, l'-if7 3:L-y^]73-i'>i/7< y^^y)^^y^vfn/^vW. 

^nm^ h^m.<oij'^^m\^x. 4-([i, i'-if7::^^/w]-3->r/u^ y^i/)-< 
i^-^yy^y-^z^mp^f'/^^fj^h^Mit^^^ntco 48%o 

ill^l25-126 °C (g^^^f-ZL— ^^f->-;5^b^;l§^B)o 
20 'HNMR (CDCI3) 6 2.65 (2H, t, J=7.9Hz), 2.91 (2H, t, J=7.9Hz), 5.10 (2H, 
s), 6.93 (2H, d, J=8.6 Hz), 7.13 (2H, d, J=8. 6 Hz), 7.30-7.47 (5H. m), 
7.50-7.61 (3H, m), 7.65 (IH, s). 

#%0ij7 4-[(3-7 3iy dri/7^:^/W)^ h =3r->]^^if ^T^p 
25 3-y:c/^iy^l^i;^jur/U=i^jUi!}^^^mi\:'^^^"<%fCo HK^ 661 

'HNMR (CDCI3) 5 2.59 (2H, t, J=8. 1 Hz), 2,89 (2H, t, J=8. 1 Hz), 3.66 (3H, 
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s), 5.01 (2H, s), 6.90-7.20 (9H, m), 7.20-7.36 (4H, m). 

5 i!!^94-95 "C mm^^Ji' '^^■fyf)^hm^^)o 

^HNMR (CDCI3) 5 2.64 (2H, t, J=7.9Hz), 2.90 (2H, t, J=7.9Hz). 5.01 (2H, 
s), 6.86-6.90 (2H, m) , 6.88-6.98 (IH, m), 7.00-7.03 (2H, m), 7.08-7.17 (5H, 
ra), 7.30-7.36 (3H, m). 

##^J9 2-(4-:/o^7a:y drv/)-2,3-v't Ko-iH-^T 

ifc^ 83-84 °c v^-r yyp b:vu:n-x/^;o='feS^B%)„ 

^HNMR (CDCI3) 6 3.13 (IH, d, J=3.0Hz), 3.18 (IH, d, J=3.0Hz), 3.33 (IH, 
d, J=6. 2Hz), 3.39 (IH, d, J=6. 2Hz), 5.09-5.15 (IH, m), 6.78 (2H, d, J=9. 0 
15 Hz), 7.16-7.26 (4H, m), 7.37 (2H, d, J=9. OHz). 

0 (E)-3-[4-[(2,3-v't K O -IH-^ ^-2-^ yU-) ;^-=3r ^X] 7 :t ^ 

2-(4-:/n^7 3i/:3fv/)-2,3-v'fc Kn-lH-^yxiX (1.4 g. 4.7 mmol) (O 
N,N-v^7«5^;^7}^y^i=^T^ K (4.7 mL) ^^^i$^3:^if7k*:^ h P ^ (1.0 12 
20 mmol), T )) Ji-m.^^ "^J^ (0. 86 mU 9. 5 mmol), h yy^^Jl^Tly^:^^ 
py F (2.0g, 7.1 mmol) *5«}:T>'g^i^/^°7 v^!>3. (31 mg, 0. 14 raraol) ^iPt> 
100 tT' 24 nmWX^tL. RfS?S^^?a{3:MLfc:^6i§t, i^^M^. Wm 

^tiULfc^ n&-kmm.^^j^~-^^-fyt^hn^^\^. ^mit^m (o.96 

25 llX^ 69%) ^#fc„ ■ 
mM. 115-116'Co 

'HNMR (CDCij) S3. 16 (IH, d, J=2.9Hz), 3.21 (IH, d, J=2.9Hz), 3.37 (IH, 
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d, J=6.4Hz), 3.43 (IH, d, J=6.4Hz), 3.80 (3H, s), 5.17-5.23 (IH, ra), 6.31 
(IH, d, J=16Hz), 6.91 (2H, d, J=9.0Hz), 7.17-7.27 (4H, m), 7.47 (2H, d, 
J=9.0 Hz), 7.65 (IH, d, J=16 Hz). 

5 -IH— 1* ^^rV 

M 46-46 °c (@^^^f-/l^^^bSri§^)o 

'H NMR (CDCI3) 6 2.34-2.40 (2H, m), 2.83-2.92 (IH, tn), 3. 20-3. 31 . (IH, m), 
10 5.64 (IH, t, J=4. 4Hz), 7.04-7.13 (2H, m), 7.17-7.22 (IH, m), 7.28-7.32 
(3H, ra). 

0^mi 2 (E)-3-[4-[(2,3-i>t: K o-IH— f >'x>-l--l'/^) ;t'¥v^]-3, 5-v? 
yju:tr2y -2-7° n ^ i^M ^ f)^ 

Q bn^(0-)5^^m\^X. l-[(4-7'D*-2,6-v'7/W:^P:7a:=/W) 

15 :t^v']-2, Kd-1H-^ i/xV^a^fcaM^k-a-il^^lr^tfCo J|X*40%o 

ii!^ 74-75 mWi^^J^-^-y-i y-f^^tv^-^j^^-h^hWi^^). 

NMR (CDCI3) 5 2.37-2.43 (2H, ra), 2.84-2.93 (IH, m), 2.32-3.32 (IH, m), 
3.81 (3H, s), 5.74 (IH, t, J=4. 5Hz), 6.34 (IH, d, J=16 Hz), 7.03-7.12 (2H, 

m), 7.16-7.23 (IH, m), 7.28-7.35 (2H, m), 7.53 (IH, d, J=16 Hz). 
20 ##f!|13 4-[(2,3-v^t: Kp-IH-Y ^xV-l— l'/^);^=3e>y]-3, 5-v*7/U;tP 

(E)-3-[4-[ (2, 3-v^ t K P-IH-^ fV) is-^-yyz, 5-v? ^/^;^P 

y :c::^)VYl-^u^:y'^:^^;V (0. 52g, l.emmol), 1^•v'1J>>i=^ (l. 2 g, 7.9 
mmol), -r h7t YxxyyV (3 mL) 4o J; t>V / -/^ (7 mL) 0^-g^i^|rJ:5 
25 n (0.80g, 3.2mmol) ^fi"t?-|ife«ll^ Lfc, (20 mL) 
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'HNMR (CDCI3) 5 2.34-2.40 (2H, in). 2.61 (2H, t, J=7.5Hz). 2.81-2.91 (3H, 
m), 3.20-3.30 (IH. m). 5.61 (IH, t, J=4.4Hz). 6.72-6.78 (2H, m), 7.16-7.22 
5 (IH, m), 7.29-7.31 (2H, m), 7.34 (IH, d, J=7.4Hz). 

0^mi 4 3,5-v?7/U;a-D-4-[(2,3-i?t Kp-1H-^ yy'y-l-^ /U) 

##0il5 <i:l^i^<^;^S^ffiV>X.3,5-i>7/V;^-p-4-[(2,3-v=l:: Kd-1H-^ y 
10 75%„ 

it^ 88-89 °C (g^^^f-zi^— ^^f-^:6^^SI&^0)a 

^HNMR (CDCI3) 6 2.34-2.40 (2H, m), 2.67 (2H, t, J=7.5Hz), 2.81-2.92 (3H, 
m). 3.20-3.30 (IH, m), 5.62 (IH, t, J=4.4Hz), 6.72-6.80 (2H, m), 7.17-7.23 
(IH, m), 7.29-7.36 (3H, m). 
15 ##0ill5 3-^ PP-4-[(2,3-v^t KP-lH-l'^X>-W/W:t=3rv']-<>-1f 
y:ftiy<y^y<=^/v 

0^mi i:ll#<75^^fe^ffiv^T>3-^?p^-4-t h^u^^y-<yiiyfx:i^<ym 
^^Ji-t 2,3-i;'t Fn-IH— r :/^^^-l-^-/^/5i^b«M^b-a^#?Sr#fc„ W 

91%o 
20^ ?ftt^o 

'HNMR (CDCI3) 5 2.20-2.31 (IH, ra), 2.50-2.60 (IH, m), 2.61 (2H, t, J=7. 9 
Hz), 2.87-2.97 (3H, m), 3.13-3.23 (IH, m), 3.68 (3H, s), 5.71 (IH, dd, J=4. 9 
Hz, 6.6 Hz), 7.01-7.08 (2H, ra), 7.22-7.31 (4H, m), 7.43 (IH. d, J=7.3Hz). 
##091 6 Z--^ P P-4-[(2,3-v't h*n-lH-^ yy'y-l-f /V):t^^y]^y'^ 

25 y^uy^ym 

##0ij5 tmm(D:)jm^m^X. 3-^nn-4-[(2,3-v't KP-lH-f ^7*V 
-W/^)^^^y]-<:/-SVy^p/^°v^p<5=-/^;^l>p)S®^b-a^^^^^#fco JlX* 56%„ 



wo 2005/051373 PCT/JP2004/0 17996 

196 

^HNMR (CDCI3) 5 2.20-2.31 (IH, m). 2.50-2.61 (IH, m), 2.67 (2H, t, J=7. 7 
Hz), 2.86-2.99 (3H. ra), 3.12-3.22 (IH, ra), 5. 71(1H, dd, J=5. 0 Hz, 6. 5 Hz), 
7.01-7.09 (2H, m), 7.20-7.31 (4H, m), 7.43 (IH, d, J=7. 3Hz). 

#%f!|17 4-([l, I'-lf 73ic^/^]-3-'l'/^7< tiu^yHyyu 

5 

m^ms i|^1i(D:^^fe^ffiV^T.4-[(3-•/^^7:3i=/^)7« hdPv-l-S-^ D P 
44%o 

10 'HNMR (CDCI3) 6 2.59 (2H, t, J=7.8Hz), 2.87 (2H, t, J=7.8Hz), 3.66 (3H, 
s), 5.19 (2H, s), 6.91 (IH, d, J=8. 4Hz), 7.02 (IH, dd, J=8. 4 Hz, 2.1Hz), 
7.24 (IH, d, J=2. IHz), 7.33-7.38 (IH, m), 7.42-7.49 (4H, ra). 7.54-7.62 
(3H, m), 7.68 (IH, m). 

###iJ18 4-([l, I'-lfyai^/i'l-S— fyupt h^>»-3-^ p d^^'-^VT'n 

15 

iHi;^ 77.0-77.5 °C (v'-r yyp tiVu^-x/u— ^'3rf-:/;ei^bSi^«i)o 

^H NMR (CDCI3) 5 2.64 (2H, t, J=7. 8Hz), 2.88 (2H, t, J=7. 8Hz), 5.19 (2H, 
20 s), 6.92 (IH, d, J=8.4Hz), 7.03 (IH, dd, J=8. 4 Hz, 2.1Hz), 7.25-7.26 (IH, 
m), 7.32-7.38 (IH, tn), 7.42-7.48 (4H, m), 7.53-7.62 (3H, ra), 7.68 (IH, m). 

^^mi 9 4-[(i,2,3,4-x h7 1 Y^-ry ^ y^y-i—< ;^):^^i^'\^y^y 

25 1.2,3,4-rh7t Vx2-l-iry V-;V'fy>^^mit^^^n^1^i^t\.X^1t.m. 
m 63%„ 

'H NMR (CDCI3) 6 1.70-1.75 (IH, m), 1.98-2.16 (3H, ra), 2.62 (2H, t, J=8. 2 
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Hz), 2.77-2.87 (2H, m), 2.92 (2H, t, J=8. 2Hz), 3.68 (3H, s), 5.23 (IH, 
t, J=4.2Hz), 6.95 (2H, d, J=8.6Hz), 7.11-7.16 (3H, m), 7.21 (2H, dt, J=2. 2 
Hz, 6.8 Hz) 7.38-7.36 (IH, m). 

#%#ij2 0 4-[(l,2,3,4-x Vy^ \^^u-ty ^ uy-i-4 Ji^):t^i^'\^y'iiy 
5 •:fu/<ym 

##^J5 bmm(D:fjm^m''X. 4-[(i,2.3,4-r h7 1 h*ui-y^uy-i- 
4^^):i-'^iy^^y-^y:^x:i^<ymp^'f-/\^i)^hmmit^'^^ntzo W 5i%„ 

M 69-70 °C (v'-f y7°P tVl-^-7"/l-— ^dri^-://0^bS^^)„ 
'HNMR (CDCI3) 6 1.70-1.85 (IH, m), 1.98-2.16 (3H, m), 2.74-2.89 (2H, m), 
10 2.67 (2H, t, J=7. 4Hz), 2.93 (2H, t, J=7.4Hz), 5.33 (IH, t, J=4. 1 Hz), 
6.96 (2H, d, J=8. 6 Hz), 7.14-7.24 (5H, m), 7.36-7.39 (IH, m). 
##0112 1 2,3-v^t Kn-2,2-v'^^/U-lH--f ^x>-l-;d-^ 

60% :^^it')- M) (2.7 68 mmol) (D 1, 2-v^^ h^i^^^y (30 mL) 

2,3-i:^\Z h^u-m-yf yTy-l-^y (3.0 23 mmol) $r(^o< ^ irjbfl 
15 x.fc. U-k'^^^M-l: lO^mmWl^tims (5.7ml. 91 mmol) 

X. u^m^Aux- immwLfc. Ritm^Ti^^M^. mm^^f-^i^xmv 
yy-i- {^^^y^ T-ws^L. mmw^^rn (4.0 g. w 99%) ^m^. 

'H NMR (CDCI3) 5 1.24 (6H, s), 3.01 (2H, s), 7.35-7.44 (2H, m), 7.59 (IH, 
20 dt, J=l. 2 Hz, 7.6 Hz), 7.76 (IH, d, J=7. 8 Hz). 

#%M2 2 2, 3-i^i:: K»-5-(73:=i/.u7« h^iy)-m-^ yTy-i-^ty 
2,3-v^t Ki3-5-t h*u ^-y-m-^ y'f y-i-:i-y (i.o 6.2 mmol), ^y 

V')\yT )V-=i—;V (0. 65g. 5.6mmol) joctt/ M; •/9^yl/5i^;^:7.Y (1. 7 g. 8.4 
mmol) (Oy- Vy^Y'^yyy (30 mL) '^WtChV-O' )\'i!^^JV)\^^^^) 
25 ^J^y (2. 1 g. 8.4 mmol) »;t, ?S-^tl^^M-C 16 l^^^t^^Lfeo 

y/mm^i'J^=lO-A) T'ffi^L. ^^{b-a-t) (1.3 g, l|X^ 97%) ^|&*<t U 
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^HNMR (CDCI3) 6 2.67(2H, t, J=6. 1 Hz). 3.08 (2H, t, J=6. 1 Hz), 5.15 (2H, 
s), 6.97 (2H, s), 7.30-7.45 (5H, m), 7.70 (IH, d, J=9. 1 Hz). 
#%^J2 3 2,3-v^t KP-5-(7ai^/l-^ hdrv')-lH-r >'T>'-l-:t-/^ 
5 2,3-v?!:: K P-5-(7 31 h >^)-lH-r i/7=':/-l-:t:/ (1.3 g. 5.46 

mmol) ^7^f7t Ki37^^ (20 mL) JliXf ^ ^ ^ -/^ (10 inL) (DBm^l^ 
Ml^s 7K*'fli>l^f>^-^ h y "^-^ (0.41 g. 11 mmol) ^M^tiWi. ^fiT' 2 0 

10 ^/W=3:l) T?)©ML. mmit-^^ (1. 16 g^ JlX^ 89%) ^^^^^^t LT^fco 
^HNMR (CDCI3) SI. 70 (IH, d, J=5.0Hz), 1.85-2.05 (IH, m) , 2.40-2.55 (IH, 
m). 2.70-2.85 (IH, m), 2.95-3.10 (IH, m), 5.05 (2H, s), 5.10-5.20 (IH, m). 
6.85-6.87 (IH, m), 7.25-7.45 (6H, m), 

##^J 2 4 4-[(2, S-v't Kd-2, 2-v^7( ^/WlH-f y7'y-l—(^^):^^^y'^^ 

15 

mnm2 3 i:|Sl«©;^^*^fflV^T.2,3-v^t FP-2,2-i>p( ^^^V-lH-f ^7=V 
2,3-i;^t Kn-2,2-v'^^/W-lH-l'>-xi^-l-;^— >'i'tr#fCo ^i^l 

mmit^'^^m^o 2,3-v^t Kn-2.2-v^7<f-^wiH-^v7=>-i-;^ 

20 >';6^b<^l|R* 60%o 

'HNMR (CDCI3) 8 1.13 (3H. s), 1.23, (3H, s), 2.62 (2H, t, J=7.5Hz), 2.73 
(IH, d, J=15.4Hz), 2.86 (IH, d, J=15.4Hz), 2.93 (2H, t, J=7. 5Hz), 3.86 
(3H. s), 5.28 (IH. s), 6.98 (2H, d, J=8.6Hz). 7.11-7.27 (6H, m). 
25 #%^J2 5 4-[(2,3-i>l:: KP-2,2-v'7{^/WlH--r yr^-1— r/W:t=35^'>]--^ 

#%«^!I5 i:|Wlao:;^fe^ffiV^T^4-[(2,3-^^t Yx2-2,2-J Vy" 
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^HNMR (CDCI3) SI. 13 (3H. s), 1.23, (3H, s), 2.68 (2H, t, J=7,3Hz), 2.73 
(IH, d, J=18.9Hz), 2.87 (IH, d, J=18.9Hz), 2.93 (2H, t, J=7.3Hz), 5.28 
5 (IH. s), 6.98 (2H, d, J=8.6Hz), 7.00-7.27 (6H, m). 

##M2 6 4-(3-7^::^;V:/ti*°^i/)^^-^^:7'c3/>°^^j:5"/U 

7K^L/c4-t Kp^v^^:/-^:/'/c'^-^^^^^>'^ (0.40g. 2. 1 mmol) ©N, N- 

i^^^jU7t^/uj>>T ^ K (15 itiL) mmc, 60% T^mi^i- vv (o. n g. 2.7 

mraol) ^mx.XZO^mWLfz'^. 1-^ P^-3-7:x=yl/7"n/N°>- (0.53 g, 2.7 

10 nunoi) M-^fe^^fi-c z^mmwLtzo ^mmii^T^^M^s m^^f- 

^ h^^"7:7^'-(^dr1^->'/i^^^5=•/^=l8•.l)-eMML,^«^b-^tl (o.29g, 

46%) ^#fCo 

15 NMR (CDCI3) 8 1.23 (3H, t, J=7. 1 Hz), 2.04-2.13 (2H, ra), 2.58 (2H, t, 
J=8. 1 Hz), 2.88 (2H, t, J=8. 1 Hz), 3.94 (2H, t, J=6. 3 Hz), 4.12 (2H, q, 
J=7. IHz), 6.81 (2H. d, J=8.6Hz), 7.10 (2H, d, J=8.6Hz), 7.19-7.31 (5H, 
m). 

#%^J2 7 4-([i, i"-if:7:i.^/u3-2— ('y^;'^ h^ix)^:x-^y7'n^>-:/^7«^ 
20 JV 

t 2-7aii^/v^i^v^/^:/p ^ K/J^fj^^^b-a-titrWfCo HX^ 52%„ 

'HMR (CDCI3) 6 2.58 (2H, t, J=8. 1 Hz), 2.87 (2H, t, J=8. 1 Hz), 3.66 (3H, 
25 s), 4.91 (2H, s), 6.78 (2H, d, J=8.6Hz), 7.06 (2H. d, J=8.6Hz), 7.33-7.40 
(8H, m), 7.50-7.70 (IH, m). 
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ill!;^103-104 mm^f-^^-^^-^^*^^^^^)" 

^HNMR (CDCI3) 6 2.63 (2H, t, J=7.9Hz), 2.88 (2H, t, J=7.9Hz), 4.91 (2H, 
5 s), 6.79 (2H, d, J=8. 6 Hz), 7.08 (2H, d, J=8. 6 Hz), 7.33-7.50 (8H. m), 
7.60-7.70 (IH, m). 



10 93%„ 

'HNMR (CDCI3) 6 2.59 (2H, t, J=8. IHz), 2.88 (2H, t, J=8. 1 Hz), 3.66 (3H, 
s). 5.13 (2H, s). 6.89 (3H, t, J=8.6Hz), 6.98 (2H. d, J=8. 1 Hz), 7.07-7.20 
(4H, m), 7.25-7.40 (3H, m), 7.50-7.60 (IH. m). 
0^913 0 4-[(2-7 3iy dE^e/7i=/U).?< hdr;y]^i/-if ^-ynX^'^ 

ife^i^iH-iis x: mm^f-^i—^^-^y*^hn^§i)o 

»HNMR (CDCI3) 5 2.63 (2H. t, J=7, 9Hz), 2.89 (2H, t, J=7.9Hz), 5.13 (2H, 
s), 6.86-6.92 (3H, m), 6.95-7.00 (2H, m), 7.06-7.12 (3H, m), 7.16 (IH, dd, 
20 J=7.5Hz, 1.0 Hz), 7.24-7.36 (3H, m), 7.58 (IH, dd, J=7. 5 Hz, 1.4 Hz). 
##^J3 1 5-yn^-l,3-v'7;W;d-p-2-(7« b^i^^ h^v^)^>if>' 
##M2 6 i:|^;m<^;^fe^fflV^-r.4-7'P^-2,6-^'7yU;rn7ai/-/^i:^ 

25 *H NMR (CDCI3) 6 3.58 (3H, s), 5.13 (2H, s), 7.04-7.13 (2H, m). 

0^M 3 2 3,5-v'7/U:ta-4-(^ h^i^^ h'^i^)^^'^^^^^ y<:ym=^^ 
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S-^U^-l,d-'Jy ^^:tn-2-i>^ h^V^ V^^y)^y^> (4.4g,21 mmol). 
T^ul^^yi^^^/l^T^'^—J^ (9.4 mU 62 mraol). 7^ V y^^^^^T l^"^^ 
^A^uV K (5.7 g. 21 mmol) ^XXJ^i:^^ ^^^"^^^^T (18 mU 

0. lOmol) (?5N,N-^^^f-/l'5jx/k-^T^ K (40 mL) mm\^BB^<y i^^^ (0.14 
5 g. 0.62nm,ol) ^JPX. ^l^^^S:T/^=^^#ffl^T^ 90t:-t^ 18B#r«m#UfCo 

/@^^^5-/k=49:l Ji-b 4:1) -CM^L. (2. 4 g. 42%) 

10 ^Stfto 

NMR (CDCI3) 6 1.24 (3H, t, J=7. 1 Hz), 2.58 (2H, t, J=7.5Hz), 2.88 (2H, 

t, J=7.5Hz), 3.59 (3H. s), 4.13 (2H. q, J=7.1Hz), 5.12 (2H, s), 6.70-6.84 
(2H, m). 

15 3.5-v'7;V^n-4-(7< V^'^P^ b dei/)-<^if (2.3 g. 

8. 4 mmol) (D:^^/-/^ (12 raL) (0. 5 niL) ^M^. U^m^ 50 

yy^^ (-v^Hj-^/i^^if-/U=9:l ;0^e) 1:1) -eltl^L, ^M^b^i^ (1.7g^ 
20 lIX^ 88%) &#fc„ 

NMR (CDCI3) 5 1.24 (3H, t, J=7. 1 Hz), 2.57 (2H, t, J=7,4Hz), 2.85 (2H, 
t, J=7.4Hz). 4.13 (2H, q, J=7. 1 Hz), 5.16 (IH, brs), 6.68-6.82 (2H, m). 
##^J3 4 5-yD^-l,3-v^7/^;tP-2-[(3-7« V^yy:^=^^^)^ h^'y]^ 

25 y'^y 

7< h^iy-<y'y^\^T;^:=^-^^-h^h^m\\^^m^'^tz.o Hx* 32%. 
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NMR (CDCI3) 5 3.81 (3H. s), 5.13 (2H, s), 6.85-6.89 (IH, m), 6.96-6.99 (2H, 
m), 7.01-7.11 (2H, m), 7.23-7.29 (IH, m). 

##^J3 5 5--/P^-2-[(3-::'^ b^v'7a.^/W7< h ^^y]-l,i-i^y /^^^^ 

5 i^-^y 

^^mi tmm<o:)^mt:m^X. 4--/D^-2,6-v^7/V;tn7:n/-/wi: 3- 

NMR (CDCI3) 5 1.41 (3H, t, J=7. 1 Hz), 4.03 (2H, q, J=7. 1 Hz), 5.11 (2H, 
10 s) , 6. 83-6. 88 (IH. m) , 6. 94-6. 97 (2H, ra) . 7. 01-7. 10 (2H. m) . 7. 22-7. 28 (IH, 
m). 

###iJ 3 6 5--/P^-l,3-i;'7y^:tD-2-[[3-(l-7«9^/V'^ h=^^^):7^:^/H 

NMR (CDCI3) 51.32 (6H, d, J=6.0Hz), 4.55 (IH, septet, J=6.0Hz), 5.11 
(2H, s), 6.83-6.87 (IH, m), 6.93-6.96 (2H, m), 7.00-7.09 (2H, m), 7.22-7.27 
(IH. ra). 

#%^2 6 i:TO(^^*^^V^T.4-:/^*-2-7/^;t^7 3.y-/^i:^:^a^ 

NMR (CDCI3) 6 3.51 (3H, s). 5.19 (2H, s), 7.08 (IH, t, J=8. 6 Hz), 
25 7.16-7.20 (IH, m), 7.23-7.27 (IH, m). 



##^J3 2 <^P^(D;^^'i^lrfflv^X.4-yp^-2-7/^7^-P-l-(^ h^i^^ 
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31%o 

'HNMR (CDCI3) 6 1.24 (3H, t, J=7. 1 Hz), 2.58 (2H. t, J=7.4Hz). 2.89 (2H, 
5 t, J=7.4Hz), 3.52 (3H, s). 4.13 (2H, q, J=7.1Hz), 5.18 (2H, s), 6.87-6.97 
(2H, tn), 7.09 (IH, t, J=8. 4 Hz). 

##«SJ3 3 i:l^^<3C»;^&^fflVM:.3-:7;U^P-4-(7« hdrv-)-ii/if 

10 ?ft4^o 

'HNMR (CDCI3) 6 1.23 (3H. t, J=7.2 Hz), 2.57 (2H, t, J=7.4Hz), 2.87 (2H, 
t, J=7.4Hz), 4.12 (2H, q, J=7. 2 Hz), 5.18 (IH, br s), 6.83-6.94 (3H, m)o 
#%f!l4 0 (E)-3-(4-l:: Kndfix-3-p( h^^^y :^=^y^)-2--f^-^^ym^TJl^ 
(g)_3_(4-t ppdr>^-3-7< Y^i/y 3^=^;U)-2--:fxn^y^ (3. Og. 15 mmol) 

15 (D^^'^y-jv (30raL) mm\mm (o.smD ^Mx.. u^'m u^mMmm 
^7Kgfctfc=^> mmmmL. mmit^m (s.u^ f^m m) ^m'^mthxn 

•H NMR (CDCI3) 6 3.80 (3H, s), 3.90 (3H, s), 5.95 (IH, br s), 6.29 (IH, 
20 d, J=15.9Hz), 6.91 (IH, d. J=8. 1 Hz), 7.02 (IH. d. J=l. 8 Hz), 7.07 (IH, 
dd, J=1.8 Hz, 8.1 Hz), 7.62 (IH, d, J=15. 9 Hz). 
p^m4 1 4-t Kp^v^-3-p< h^v'-^y-lf >"/c2^-^°i/^>^/^ 

(E)-3-(4-t FD^iX-3-p( h=3rv'7a.^;W)-2-7°D-<^^7<^/l- (3. 0 g. 14 
mmol) (D^ ^ y -/V- (30mL)^?i^lC m y<y i^^^ J^^^m i50%^M. 0. 20 g) 

^bm^mB-mmi^s mm^t^m (s.og. w 97%) ^m^mtLxm^o 
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^HNMR (CDCI3) 5 2.60 (2H, t. J=8. 1 Hz), 2.88 (2H, t, J=8. 1 Hz). 3.67 (3H, 
s), 3.87 .(3H, s), 5.50 (IH, br s), 6.66-6.70 (2H, m), 6.82 (IH, d, J=7. 8 
Hz). 

###ij4 2 2,3-v^t KP-6-p( h^i^-2,2-i^pt^;U-lH— f y^V-\-:^y 
5 ##M2 lbnm(0^^-%:m-^X. 2,3-v't Kp-6-;< Y^i^-m-^yT^^ 
-l-irl^t^h^mit-km-^^t^o HX^ 85%o 

^HNMR (CDCI3) 1.23 (6H, s), 2.92 (2H. s). 3.84 (3H, s), 7.17-7.20 (2H, 

ra), 7.31 (IH, d, J=9. 1 Hz). 
10 ##^J4 3 4-[(2,3-i;'t KD-6-p< b^^^-2,2-^^^^/l'-lH-^i/r>'-W 

-m-^VT^-y-\-i^^y%^h 2,3-i^t Ko-6-^ h^v^-2,2-v^7<f^/v-iH-^ i^x 

15 ify:?"a/N°>'^;^^/i-<bll'a-$-^s ^Mjb^i^^#:^Co 2,3-v't Kd-6-p< 
^/-2, 2-v^ 7« ^>'1'-1H-1' Vy^V-\-i!rVt>^ b (^J|X^ 54%o 

'HNMR (CDCI3) 1.11 (3H,s), 1.22 (3H, s), 2.60-2.69 (3H, m) , 2.88 (IH,- d, 
J=15.1Hz), 2.91 (2H. t, J=7.5Hz), 3.68 (3H, s) , 3.73 (3H, s), 5.25 (IH, 
20 s), 6.78-6.80 (2H, m), 6.98 (2H, d, J=8.6Hz), 7.09-7.14 (3H, m). 

##'^J4 4 4-[(2,3-i;^t Kn-6-7« h i^-2, 2-v^^ f^/^-lH-T ^'-W 

##^J5 ill#(7)^^'fe^ffiV^T. 4-[(2,3-i;'t Kn-6-^ h v'-2, 2-v^p( 5=" 

25 #;fc„ W 99%„ 

^HNMR (CDCI3) 1.12 (3H,s), 1.22 (3H, s), 2.64-2.70 (3H. m), 2.78 (IH, d. 
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J=15.1Hz), 2.93 (2H, t, J=7.5Hz), 3.73 (3H, s). 5.25 (IH, s), 6.76-6.80 
(2H, m), 6.99 (2H, d, J=8. 6 Hz). 7.09-7.16 (3H, ra). 

gt%^j4 5 6-i^np-2,3-v^t Fn-2.2-v';<^/wlH->f 

##-^j2 1 <bPi^(0:&fc^fflV^-C. P P-2,3-i^l:: KP-IH-^ 
5 :t>7b^^mmit'^1^^"^tCo W 55%„ 

NMR (CDCI3) 1.24 (6H, s). 2.96 (2H, s) , 7.37 (IH, d, J=8.0Hz), 7.55 
(IH, dd, J=1.8 Hz, 8.0 Hz), 7.72 (IH, d, J=l. 8 Hz). 
##^^14 6 P a-2,3-v^t Kp-2, 2-v^p« ^/WIH-^ :/y^^-W/V) 

m^m2 3 tmmolom^m^^^X^ e-^ n n-2,3-v^t Kn-2,2-v'^f-/V 
-m-^ lyf^-l-^yi^'^h 6-^ n D-2,3-v^t FP-2,2-v>^5^/W-lH->r i^xV 

>'7°P/^°^^^5"/^i:^i^^-t^:^ ^M^k-a^^l^^^^-o e-^J' p p-2, 3-v?t Fp 

^HNMR (CDCl,) 1.11 (3H,s), 1.22 (3H, s), 2.60-2.71 (3H, m), 2.80 (IH. d, 
J=15.5 Hz), 2.92 (2H, t, J=7. 5 Hz), 3.68 (3H. s), 5.23 (IH, s). 6.96 {2H, 
d, J=8.6 Hz), 7.11-7.22 (5H, m). 
20 4 7 4-[(6-i5' P P-2, 3-v>t Fp-2, 2-v>p< ^/WIH— f ^^xV-1— T 

;^ ^ v-] i^-^ :/ 7° P i^i? 

#%f!|5 tmm(D:)^m^m^X. 4-[(6-i5^PP-2.3-v^t Fp-2,2-v'p«^/V 

-iH-^ y'fy-i-^ 7W):t^i/]^:xif ^7'p^-^^i?;^f-/^;0^fe*S^b-a'#J^# 

rc„ 99%o 

25 f^'^o 

^HNMR (CDCI3) 1.11 (3H,s). 1.23 (3H, s) . 2.66-2.71 (3H, m) . 2.80 (IH, d, 
J=15. 5 Hz), 2.94 (2H, t, J=7.5Hz), 5.24 (IH, s), 6.96 (2H, d, J=8.6Hz), 
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7.11-7.22 (5H, m). 

##«?ij4 8 Z.S-v't Kn-2,2,6-MJ P^^/V-lH-f Vr^^-l-^:/ 

##|?ij2 1 tl^#<7?^^fe=S^fflV^X. 2.3-i;?t Kn-6-7(^yWlH-^y7^^^-l- 
;r^^^b«^^b^i^tr#fco 49%o 

5 m^o 

iHNMR (CDCI3) 1.23 (6H, s), 2.40 (3H, s), 2.95 (2H, s), 7.31 (IH, d, J=7. 8 
Hz), 7.41 (IH, dd, J=1.0 Hz, 7.8 Hz), 7.56 (IH, s). 

#%^!|4 9 4-[(2,3-v^t KP-2,2.6-b y ^f^/l'-lH-'l' >'X>-1-^/^)^^ 

10 ##^J2 3 i:|l«<^:fr^fe<^ffiV^T.2,3->:;'t K D -2, 2, 6- h P ^/WIH-T 
ri/-l-^^50^b 2,3-v?t Kn-2. 2,6-h y p^f^/wiH-O-rV-l-^-z^^tt 

^ji^tm^^"^. mmit^m^m:^. 2,3-v't Ka-2,2,6-h y ^^^/v-iH-i- 

7^>-l-;:a-^75>b<?51|X* 44%o 
15 ^fttlto 

MINMR (CDCI3) 1.11 (3H,s), 1.22 (3H, s), 2.29 (3H, s) , 2.63 (2H, d, J=7. 4 
Hz), 2.68 (IH, d. J=15.3Hz), 2.81 (IH, d, J=15.3Hz), 2.92 (2H, t, J=7. 4 
Hz), 3.68 (3H, s), 5.25 (IH, s), 6.98 (2H, d, J=8.6Hz), 7.03-7.15 (5H. 
in). 

20 0nm5O 4-[(2,3-i?fc KP-2.2,6-h y P<^/l^-lH--r ^Xi/-W/^)^^ 

##M5 tmm(D:)jm^m^^x. 4-[(2,3-:;'t K^-2,2,6-^y^^7^-lH- 

^ 78%o 
25 ^'^o 

^HNMR (CDCI3) 1.11 (3H,s), 1.22 (3H, s), 2.29 (3H, s), 2.66-2.71 (3H, m) , 
2.81 (IH, d, J=15.3Hz), 2.93, (2H, t, J=7.5Hz), 5.25 (IH, s), 6.99 (2H, 
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d, J=8.6Hz), 7.06-7.16 (5H, m). 

&.T\z.^nm 5 1-13 6 >ir*i-, m^mmLfj^^^m^. mR\tm^ P O 



2-y/U:i-u^y^rJ\yT^ K (1.0 g. 8.1 mmol) IrDMF (20 mL)^C^^U^ 
^/VTKy ^(2.0 mL). i^m;&y'>i=^ (1.1 g^ 8.1 mmol) ^M^tc^^. 80^0X2 

3^5^/U=98:2~60:40) U|&iJti^^#fCo r (Dffl^^^l:^ ^5? 7 -/K20 mL) 

l:i^<il?b. 7K^'fb(5 5m-:>- h y !^'-^(613mg. 16.2mmQl)t:Mx.fc1k. MUX S 

miEMt. ^S^k^i^ (474 mg. urn 30%) ^#fCo 



'HNMR: 3.00 (4H, t, J=4.6), 3.98 (2H, t, J=4.6), 2.83 (2H. t, J=7.8). 
4.81 (2H, s), 4.97 (IH, s), 7.14-7.30 (4H, m). 



"f^^iVT K (1.0 g^ 8.2 mmol) ^DMF (10 mL)tCi^0U> ^WL^y^ 
P^>5^/W (1.76 mU 16.4 mmol). TK^^fb"^ h y !>A(394 mg, 9,8 mmol) <Sr 

tttHli^^r^M. llc«^s|bfCo M^v'y*^Vi';i;7A^P-^h;^^'7:7^- 
(^=3{^f-^/g^^J^5"/V=100:0~90:l0) -rlfM Ulft!t>ttl^#fco ^K^jftt^ttl^ 



cc 




OH 



15 ^m.. 
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P( ^ y ^jU (10 mL) \zmM TK^^bta oMi-hV (620 mg, 16. 4 mmol) 

(^^f-y/@^^^^/^=100:0~70:30) T'iit^U. mMit^^ (349 mg. JlX* 
25%) ^#fCo 
5 »^^to 

'H NMR: 1.61-1.93 (8H, m), 2.46 (IH, t, J= 6.5), 4.65 (2H, d, J= 6.5), 
4.83-4.87 (IH, m), 6.86-6.93 (2H, m), 7.20-7.26 (2H, rn) . 



? 

CH, 

^HNMR: 2.29 (IH. t, J=6.6), 3.87 (3H, s), 4.69 (2H, d, J=6.6), 6.88-6.97 
(2H, m), 7.26-7.31 (2H, m). 

15 #%^J5 4 (2-^ yzf h^'yy :^=^^^) y^'^^ 

•OH 



CC' 



CH3 

CH, 



hmmit-^^^'^tio w 6i%„ 

20 ^HNMR: 1.05 (6H, d, J=6.7), 2.04-2.18 (IH, m), 2.36 (IH, t, J=6.5), 3.79 
(2H, d, J=6.4), 4.71 (2H, d, J= 6.5), 6.85-6.96 (2H, ra), 7.22-7.28 (2H, 
m). 
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CO 



OH 



5 ^HNMR: 1.36-1.45 (3H, ra), 1.54-1.61 (3H, m), 1.75-1.82 (2H, m), 1.96-2.01 
(2H, m), 2.53 (IH, t, J= 6.6), 4.34-4.39 (IH, m), 4.68 (2H, d, J=6.6), 
6.88-6.93 (2H, m), 7.21-7.24 (2H, m). 

##^«J5 6 {2-4 y:^^^'^iyy ^^^^) ^ ^ ^'-''^ 



i!)^^mmit^m^mc. Jix^ 73%, 



NMR: 1.37 (6H, d, J=6.0). 2.48 (IH, t, J=6.6), 4.61-4.68 (3H, m), 
6.87-6.94 (2H, m), 7.22-7.26 (2H, tn). 



20 NMR: 1.70-2.15 (4H, m), 3.24 (IH, brt), 3.82-3.98 (3H, ra), 4.11-4.16 
(IH, m), 4.25-4.35 (IH, m), 4.55-4.77 (2H, m), 6.87-6.97 (2H, m), 7.23-7.28 
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(2H, m). 

5 ;Urc-xy^/5^b^M^l:'a't»=S:#fCo ilx* 50%„ 

'HNMR: 1.68 (IH, brt), 3.48 (3H. s), 4.68 (2H, s), 5.19 (2H, s), 6.95-7.06 
(3H, m). 7.26-7.31 (IH, m). 

10 ^ 

Hi MR: 1.54-1.62 (2H, m), 1.72-1.79 (4H, m), 2,92 (4H, t. J= 5. 1), 4.81 
15 (2H, s), 6.07 (IH, brt), 7.04-7.42 (4H, m). 

K;0^b^^'fb'a-#J'^#fco HX* 86%o 

20 

NMR: 1.67 (IH, t, J=4.7), 4.68 (2H, d, J=4.7), 6.90-7.12 (5H, m), 
7.26-7.36 (3H, ra). ' 

##^J6 1 [3-(4-7« \-^^yy ^^y)y ^^}^'\:^ ^ ^ 
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OH 



5 'HNMR: 1.70 (IH, t, J=4.7), 3.81 (3H, s). 4.64 (2H. d, J=4.7), 6.85-7.05 
(7H, m), 7.26-7.31 (IH, m). 



3-t ^i/^^v'/^T/'^=i^>'^ (3.0 24.6 mmol) ^ 1, 3-v=y f-/'^-2- 
10 (50mL)lc:^fi?L/4-^n^7/U;^a-<yif:/ (6. 5 g. 36.9 

mmol), y A (2. 0 g, 14. 8 mmol). 8-^7 U 7 ^>'^(71 mg, 0.5 mmol) . 

isX.Xfmtm(I) (49 mg. 0.5 mmol)<^APXLfc#. 150^-^:' 2 0 ^itW^ LfCo K 

it^v^y ;(7-y/U;t7 7i^i5' hiJ^7:7^- (^drf-^/@^i?ct^/k=90:l0~ 
15 80:20) -em^iU. ^M^b-^-^ (0.98 mg. 18%) ^#fc. 



'H NMR: 1.64 (IH, t, J=6.0). 4.67 (2H. d, J= 6.0), 6.87-7.09 (7H, m), 
7.26-7.34 (IH, ra). 

m^m 6 3 3-(4-p< ^/I'y'Di/ ^v^).^>'Xr/^T t k 



3-t Ka dE^i/'<>'XT/^'r t K (1. 0 g.8. 2 mmol) ^i^^ vt u pi ^ (50 mL) 
(C^^lts (4-p« 5^/1^7 71^) >ij?i3:/i?(2.2 g, 16.4 mmol). hV=^^^^T 
5::/ (5.7raU 41.0 mmol). i^^UB^MiU) (1. 5 g. 8. 2 mmol) ^fcf^. 

^M-e2 Hteitw^Lfco Ris;^sr5i©L. mmmmi^fco mm^i^v 




20 
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yJ^^X2-rV^yy^- (^arf-y/@^i?^^/^=100: 0-70:30) TitML. 
mmit^!^ (324 mg, flX^ 19%) ^#fco 

^HNMR: 2.34 (3H. s). 6.93 (2H, d. J=8.5), 7.18 (2H, d, J=8.5). 7.23-7.28 
5 (IH, m), 7,41-7.58 (3H, m), 9.94 (IH, s). 
###^J6 4 S-^aiy :3{^v^r-fe 



10 m^o 

^HNMR: 2.58 (3H, s), 7.02 (2H, d. J=7.6), 7.12-7.26 (2H, m), 7.34-7.45 
(3H, m), 7.57-7.69 (2H, m). 

#%0ij6 5 3-(t°y v^y-2— f /W'^=¥'^)^VXT;^Tfc K 



15 3-t Kp '^v'-^Vv^/UT/V^i— (1.0 g^ 8.2 mmol) (20 raL) 

KWMl^.2-y'n^\l°]) i^'^ (1.6 g.9.8mmol).;^i&:* V A (2. 3 g. 16. 4 mmol) 
^MK.fc'^. 90t:-ei O^TO#LfCo ^hKmitmUD d.eg. 20.5 mmol) 

^Mx.. 2BmMmmLfco ^jt^m^^mL. m^mmLt.o mi^tkw 
i^^oi^/vT'tttHufco mmmm^^ti. mm^^^))-^^ 

20 yl.;^;^^^:^ D-r h^"^7^-(-^=3ri^^//g^i?az^/l.=100:0~70:30)T*ML. 
^mi\L^^ (1.0 mg. 61%) 



»HNMR: 6.97-7.08 (2H, m), 7.35-7.45 (IH, m), 7.57 (IH, dd, J= 7: 7, 7.7), 
7.65-7.79 (3H, m), 8.10-8.20 (IH, m), 10.01 (IH, s). 
25 ##f!l6 6 [3-(t°ij v?:/-2-'l'/^:t=^-»7^^/^]7<i?/'-/^ 



o 
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^nm2 3 i:[Wl^i<^:^^fe^fflV^T.3-(t°y v^^-2-r/l-:<J-^;/)-<:/XT/wf=' 

5 ^HNMR: 1.89 (IH, t, J=6.0), 4.70 (2H, d, J=6.0), 6.92 (IH, d, J=8.3), 
6.97-7.07 (2H, ra), 7. 15-7.20 (2H, in), 7.38 (IH, dd, J= 7. 8, 7.8), 7.65-7.74 
(IH, m), 8. 18-8. 20 (IH, m). 
##^WJ6 7 [3-(3-f-J^— /V:t^v^):7 3i=/H^ 




x2^^^y :^i^i}^h^m\t^m^nt^o nx^ i9%o 

^HNMR: 1.67 (IH, t, J=6.0), 4.68 (2H, d, J=6.0), 6.62 (IH, dd, J= 1.5, 
3.2), 6.85 (IH, dd, J= 1.5, 5.3), 6.92-6.98 (IH, m), 7.06-7.10 (2H, m), 
15 7.24-7.34 (2H, m). 




##096 2 <^|^^0:^&%ffiV^X. 3-t Kpdrv'-<>-v?/U'T/^='-/i-i:2-y 
n^i-y>ry :^:yt^h^mit'^m^nr^o W 4%o 

20 

^HNMR: 1.65 (IH, br), 4.68 (2H, s), 6.55 (IH, dd, J= 2. 6, 2.6), 6.75-6.90 

(3H, m), 7.06-7.14 (2H, m), 7.21-7.32 (IH, m). 

##^fij6 9 4-[3-(t KP=^v^7<f-/^)7 3:/dfv']7'-fe h^^/ ^ 
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3-t Kndriy-<^v'7^T/^=i— ;V(894 mg^ 7.2 mmol) &DMF (50 mL) tC^^i? 
4-7/U;^-PT-fe hy^/l^ (1. Og. 7. 2 mmol), ]) (995 rags 7.2 

mraol) ^^Px:fcm^ 100"CT*1 4l^^m#Ufc„ SJS^I-tK^ABx., 

Y^'jy^- (^^1^>■/®^ie^f-/^=loo:o~7o:3o) -eff^L. ^mit-^^ 

(0.29 g, 1|X* 17%) >lr#fCo 



'HNMR: 1.90 (IH, brt), 2.57 (3H, s), 4.72 (2H, d, J= 3.9), 6.95-7.00 (3H, 
10 m), 7.09 (IH, s), 7.19 (IH, d, J=7.5), 7.39 (IH, dd, J= 7. 8, 7.8), 7.94 
(2H, d, J= 8. 9) . 



'HNMR: 2.00 (IH. br), 4.72 (2H, s), 6.82 (IH, d, J=3.8), 7.17-7.26 (3H, 
m), 7.30 (IH. s), 7.40 (IH, dd, J= 7.8, 7.8). 

#%M7i i-(3-^5^/u:7j:y ^v')t:7i5' 



mit-^m^ntco m mo 

^HNMR: 2.32 (3H, s), 6.81-6.96 (4H, m), 7.19-7.25 (IH, m), 7.38 (IH, dd. 




20 
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J= 7.8, 7.8), 7.44-7.55 (2H, m), 7.39 (IH. dd, J= 7. 8, 7.8). 7.86 (IH, d, 
J= 7.3), 8.20-8.22 (IH, m). 



5 i-(3-;<^/V:7jiy ^^^)':^7^ 1^^(500 mg, 2. Immol) ^/ Y v ivir 

y F (30 itiDdl^^fL. ^--y vL'^T^^W'i^^ K (417 mg, 2. 3 mmol) . 2,2' - 
Ti/t';^ (-f y >^f-o^ MJ/l^) (10 mg. O.Oemraol) ^iPx./lf^v 100°C-C4 
NF^itM^Lfco ^iS'^^^i^L. J^JE^i^b^o W^^%^^)-)o¥)Vi3^J>^^n 
■^y^yy (^^f-://S^^:i^^/^=100:0~90:lO) T'ftl^L. 
10 (481 mg. IlX* 73%) ^#fCo 



»HNMR: 4.43 (2H, s), 6.80-7.70 (8H, m), 7.85-7.92 (IH, in), 8.11-8.28 (2H, 

m). 



2-7/U;i-nT-fe h73^y ^(2. Omg. 14. 5 mmol) ^DMF (50 mL) :7 
;Kl.4g. 14. 5 mmol) > J^i?;^7 U '^A(2.0g^ 14. 5 mmol) 120°C 

T'TH^ra^bfco s:«t-7K^An^s @iif^^/i--ettaiL/c„ iitti^K^^ii 

20 @^^J:5"/l-=100:0~85:15) T'ML. ^Mib-^^l (2. 0 g. UX* 65%) ^#fCc 

^HNMR: 2.65 (3H, s)-, 6.91 (IH, d, J=8.4), 7.01-7.04 (2H, ra), 7.11-7.25 
(2H, m), 7.35-7.59 (3H, m), 7.83-7.86 (IH, m) . 
#%^J7 4 l-(2-7^/=3{^';X7a:c:^/U)a^^5'y-/W 




15 
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5 ^HNMR: 1.53 (3H, d, J=6.6), 2.21 (IH, d, J=4.5), 5.18-5.21 (IH, m), 6.84 
(IH, d, J= 8.7), 6.96-7.36 (7H, ra), 7.46-7.55 (IH. m). 
0^m7 5 l-(3-7a:/dri^7:n:^/U)3l^y — 
OH 

10 ^m^ntco a* 4i%o 

NMR: 1.48 (3H, d, J= 6. 3) , 1.82 (IH, br), 4.87 (IH, q. J=6.3), 6.90 
(IH, dd, J= 2.4, 8.1), 7.00-7.13 (5H, m), 7.26-7.36 (3H, m). 
^W\7 6 2-(3— f y:^P tVU^a:/ ^Sr-^^^/XT/l^x t K 

15 «^ 

2-:7/U;tP^:/XT/^xt Fd.O mg, 8.1 mmol) ^DMF (20 ml)KWM\^. 
yyti\f;vy 8. 9 mmol), ^^;^7 U iJ' A (1. 1 g, 8. 1 mmol) 

^AP;tfcf^. l8O°CT~5^r0l-^^^5'Dl!S^Rg|+UfCc ^)^M\^i\^^M9L. g^^^ 
^yu-ettmLfc„ m^m^^m^. m^mmx^t^o Bm^iyV:h^;uiJyM,^ 
20 n-rhii^yy^^ (^dpif>/i^^a:^5^/W=100:0~70:30) -CWML^ ^Mit^ 
m (1. 1 g. J|X# 57%) <^#fCo 
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'HNMR: 1.24 (6H, d, J= 7.2), 2.89-2.93 (IH, in), 6.84- 6.97 (2H, m). 7.05 
(IH, d, J=7.5), 7.14-7.32 (3H. in), 7. 46-7. 50 (IH, m), 7.93 (IH, dd, J= 
1.8, 7.8), 10.54 (IH, m). 

5 



##|^!|2 3 i:IIIiiO:^&^ffiV^-C. 2-(3-r yyntVV7:ty=3rv-)-<^XT 

jv=f\^ Y-fy-h^m\L^na^%tL. w 82%„ 

'HNMR: 1.24 (6H, d, J=6.9), 2.07 (IH, t, J= 6.0), 2.84-2.93 (IH, m), 4.76 
10 (2H, d, J=6.0), 6,75 (IH, dd, J= 0. 9, 2.4), 6.77-6.90 (2H, ra), 6.98 (IH, 
d, J= 7.8), 7.09-7.14 (IH, m), 7.22-7.27 (2H, m), 7.44 (IH, dd, J= 1.5. 
7. 2). 

#%1^J7 8 2-(4-^ y7°n tVu^^y ^v')^^/XT/WT't K 

T 

H,C CH, 

^HNMR: 1.26 (6H, d, J= 6.9), 2.90-2.95 (IH, m), 6.89 (IH, d, J=8. 1), 6.99 
(2H, d, J= 8.7), 7.13-7.26 (3H, m), 7.46-7.52 (IH, m), 7.93 (IH, dd, J= 
20 1.5, 7.5), 10.54 (IH, s). 

##M 7 9 [2-(4-^- t:VU>' :n J ^^y) 7 7< ^ y 
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F^O^bSM-fb-a-fe^^fCo W 91%„ . 

5 'HNMR: 1.24 (6H. d, J= 6.9), 2.10 (IH, t, J= 5.4), 2.85-2.95 (IH, m), 4.75 
(2H, d, J= 5.4), 6.83-6.94 (3H, m), 7.07-7. 23 (4H, ra), 7.43 (IH, dd, J= 
1.5, 7.5). 

#%^!I8 0 2-(2-:7/U;*-p ^-^^i/XT/l'r t K 



DC' 




'HNMR: 6.84 (IH, d, J= 8. 1), 7.02-7.26 (5H, m), 7.48-7.53 (IH, m), 7.93 
(IH, dd, J= 1.8, 7.85), 10.53 (IH, s). 

"OH 




m^m2 3 tmmoi^m^m^Xs 2-{2-y)virny:^j^^/)-<vT<rfVT 
t Yii^h^m\^^^^'^t^. w 9o%„ 

20 'HNMR: 2.07 (IH, t, J=4.5), 4.75 (2H, d, J=4.5), 6.80 (IH, d, J= 8. 1), 
6.92-7.14 (5H, tn), 7.21-7.27 (IH, m), 7.45 (IH, dd, J= 1.5, 7.5). 
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5 m^^o 

MR: 1.23 (6H. d. J= 6.9), 3.23-2.28 (IH, m), 6.75 (IH, d, J= 6.9), 
6.89-6.92 (IH, m), 7.10-7.22 (3H, m), 7.38-7.49 (2H, m), 6.94 (lH,dd, J= 
1.8, 7.8), 10.62 (IH, s). 



#WJ2 3 i[WI^(?)^?*^fflV^X. 2-(2-^y:/Dt:VW:7^y dfi/)^:/XT 

K/i^b^M<b'a-ti^#fco W 82%o 

^HNMR: 1.24 (6H, d, J=6.9), 2.09 (IH. t, J=6.6), 3.22-2.31 (IH, m), 4.82 
15 (2H, d, J=6. 6), 6.68 (IH, dd, J= 0. 6, 8.1), 6.81-6.83 (IH, ra), 7.04-7.22 
(4H, m), 7.34-7.37 (IH, m), 7.43 (IH, dd, J- 1.5, 7.5). 

8 4 2-{7>-y jvir.:a ya^j ^-y)^y:^rjv'f'^ K 



20 viy =cJ—)Vii^h^m\^'^'^^'^f^. HX* 93%o 
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NMR: 6.75-6.91 (3H, m), 6.98 (IH, d, J= 8.4), 7.23-7.37 (2H, m), 
7.54-7.59 (IH, tn). 7.95 (IH, dd, J= 1.8, 7.8), 10.45 (IH, s). 

##M 8 5 [2-(3-:7/v;^D:7a^y drv'):7 3i-/i-]p< i^y—/^ 

^OH 



CC 




5 

^HNMR: 1.94 (IH. t, J=5. 1), 4.51 (2H. d, J= 5. 1), 6.64-6.82 (3H. ra), 6.93 
10 (IH, d, J= 7.8), 7.17-7.32 (3H, m), 7.49 (IH, d, J= 7.5). 



cr 



o 



15 m^o 

^HNMR: 6.79 (IH, d, J=8.4), 7.13-7.26 (5H, m). 7.40-7.52 (IH, m), 7.94 

(IH, dd, J= 1.5, 7.5), 10.61 (IH, s). 

OC" 



c 



20 #:#«2 3 iPS©*i*«rfflV^-C, 2-(4-7-'l-*D7*y *-y)'«VXr/l'7' 
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^HNMR: 2.11 (IH, t, J=4.8), 4.82 (2H, d, J=5. 1), 6.74 (IH, d, J=8. 1), 
7.01-7.26 (6H, ra), 7.45 (IH, dd, J= 1.5, 7.2). 

#%M8 8 {3-[4-(h y yju:tti/^/iy)ya^y^iy]y:^:^M/^/-/u 



^HNMR: 2.07 (IH, br), 4.67 (2H, s), 6.95-6.96 (IH, m), 7.05-7.03 (3H, ra), 
10 7.16 (IH, d, J= 7.5), 7.36 (IH, dd, J= 7.8, 7.8), 7.56 (2H, d, J=8.4). 
##f!j 8 9 [3-(4-yn tVl-7:ny :3S--iX) 



##^!16 2 tmm(D:^m^m^^Xs 3-t Kadr^y-i^v^/ur/V^-zVi^l-^^ 



^HNMR: 0.95 (3H, t, J= 7.2), 1.58-1.70 (3H, m)., 2.57 (2H, t, J=7.5), 4.65 
(2H, d, J= 5.7), 6.89-7.08 (7H, m), 7.30 (IH, dd, J= 7. 8, 7.8). 
9 0 [3-i3,4:--Ji^ u u y a:, y ^^y) y ^i.:^/^] / ^ y —JU 



20 P^me 2 tmm(D:}jm^^^^x. 3,A-i^i^nuy:^y—/ut3--:fu^^y 

^HNMR: 1.81 (IH, br), 4.69 (2H, s), 6.84-6.95 (2H, m), 7.03-7.17 (3H, ra), 
7. 32-7. 39 (2H, ra) . 



5 





15 m^o 
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3^ 5-i?-7/U:tn-A-i: \f n ^iy^y-^yzf u ^^^^^=^^^(200 mg.0. 87 mmol) 
5 ^DMF (10 ml){Z.mm^s xi=^ :^'f- }V)^y ^ VV {1YL mg^ 0.96 mmol). 

1^^;^; y tjr A (132 tng^ 0,96 mmol) ^nTLfzM.. SO^Ce 4 B#Fh1» t fc„ 

^l/"^} 1J ^}V^=7 J>.'!7 P-^ (^=3{^f-://g^if^f^/l-=100:0~ 
80:2O) -CM^L. SM-fb-^^) (298 mg, HX* 93%) ^#fco 

10 ^fijyto 

'HNMR: 1.21 (3H, t, J=7. 1), 2.56 (2H, t, J=7.7). 2.85 (2H, t, J=7.7), 
4.11 (2H, q, J=7. 1), 5.29 (2H, s), 6.71-6.74 (2H, m), 7.46-7.50 (2H, ra), 
7.59 (IH, dd, J= 1.5, 8.6), 7.82-7.86 (4H, ra) . 

##M9 2 3-[3,5-v':7;^;^a-4-(2-;^7f^/^^ y^iy)ya^=-jV\-:fn^^V 

15 n. 




#%M5 iP«<D:;^&$rfflV>T. 3-[3,5-v^7yi/;^n-4-(2-:h7^/w^ 
^>'):7 3.^/v]yn/'?:^^ac:5=-/v.5{i^e5*]^'fb'a-t»^#fco W 701 

i!!-^ 130-13l'C(i^^3:f^/U-^drf-^:i>bffl^^) 
20 'HNMR: 2.63 (2H, t, J= 7. 5) , 2.86 (2H, t, J=7. .5), 5.29 (2H, s), 6.70-6.77 
(2H, ra), 7.46-7.49 (2H, m), 7.59 (IH, dd, J= 1.0, 8.6), 7.82-7.86 (4H, ra). 
##^J9 3 3-[3,5-v?7>'U:tn-4-(l-^7f^>'l'P< y-^x/^y z^::=^)V\^n/<V 
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o 




OEt 



92%. 

5 

'HNMR: 1.22 (3H, t, J= 7. l), 2.57 (2H, t, J=7.7), 2.85 (2H, t. J=7.7), 
4.12 (2H, q, J= 7. 1), 5.56 (2H, s), 6.70-6.77 (2H, ra), 7.40-7.61 (4H, ra), 
7.86 (2H, dd, J= 7.7. 7.7), 8.27 (IH, d, J= 8.3). 

##^J9 4 3-[3, 5-v^7;^;^-P-4-(l-^7 5^/^^ h ^ v') 7 ^ V 



lll-ll2°C(@^^^^/^-'^=^-9-^:«'^bS^^) 

15 'HNMR: 2.65 (2H. t, J= 7. 5) , 2.87 (2H, t, J=7.5), 5.57 (2H, s), 6.72-6.79 
(2H, ni), 7.41-7.61 (4H. m). 7.86 (2H, dd, J= 7. 6, 7.6), 8.27 (IH, d, J= 
8. 3) . 

##-ef!|9 5 3-{4-[(5-i:7 pa-i-^:/y^ici^-3-^/>)7< h v^D-S, 5-v^:7/^ 



##f!j9 1 ^[^#(^^^fe^ffiV^-C.3,5-^^7/M-o-4-t Yx:^^%^^V^^y:f 



10 Wl 




20 




wo 2005/051373 



PCT/JP2004/017996 



224 



^m^mco urn mo 

^HNMR: 1.24 (3H, t, J= 7.2), 2.58 (2H, t, J=7.7). 2.87 (2H, t, J=7.7). 
4,12 (2H, q, J=7.2), 5.31 (2H, s), 6.72-6.78 (2H, m). 7.34 (IH. dd, J= 
5 2.0, 8.6), 7.55 (IH, s), 7.76 (IH, dd, J=8.6). 7.98 (IH, d, J=2.0). 

##«sj9 6 3-{4-[(5-i^ i3D-i-^v>/^^y-3-^/W^ v^-yl-i.5-py^^ 



IK^ 83%„ 

^HNMR: 2.65 (2H, t. J=7.4), 2.89 (2H, t. J=7.4), 5.32 (2H, s), 6.75-6.78 
(2H, m), 7.36 (IH, dd, J= 2. 0, 8.6), 7.55 (IH, s), 7.76 (IH, dd, J=8.6), 
15 7.97 (IH, d, J= 2.0). 

##^J9 7 (B)-3-(2, 5-v'7/V;ri3-4-^ h =ar v'^ a. ^/W T U yUg^j^^/W 



##^U1 2 i:|Blao;^^^ffiv^-C> i--/p*-2,5-v'7/w;tP-4-p( h^'y-< 

20 ^ftJt^o 

'HNMR: 1.33 (3H, t, J=7.2), 3.91 (3H, s), 4.26 (2H, q, J=7. 2), 6.36 (IH, 
d, J=15.9), 6.71 (IH, dd, J=6.9, 11.4), 7.25 (IH, dd, J= 6. 9, 11.4), 7.71 
(IH, d, J= 15.9). 

##f!j9 8 3-(2,5-v':7;V;tP-4-p< V^i^V :^=^J^^)'f^ '"'^^B.^'f-f^ 




o 
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O 



MeO' 



F. 




F 



OEt 



:^/u)T^ ]) /i^m^^^^i^^^Mmit^^^mco w 99%„ 

5 ^HNMR: 1.24 (3H. t, J= 7.2), 2.58 (2H, t. J=7.8), 2.88 (2H. t, J=7.8), 
3.85 (3H, s), 4.13 (2H, q, J=7.2), 6.66 (IH, dd, J= 7. 2, 11. l), 6.92 (IH, 
dd, J= 7.2, 11. 1). 

###i|9 9 3-(2, 5-v^:7/U;rp-4-t: Kp =3ri^7a^=/^):/P^^°i^^^5^/^ 



10 3-(2,5-v?7/U:^D-4-p< h ^^i/^' ^^/W T'p (1.45 5.9 
mmol) tri^i!'OP^i5'>' (50 mL) (C^^i? IM H:*<b(S 5 ^v'iJ' ct o 7< 
mil mL) ^*nx.sO°C-e 4 B#rBm# L;fco S^&^S^^ffiiffi L.Bm\^:^^MK.. 

7i=v>?0-r^^7:7>f- ('^^i^>'/@|®^Jl^/^=100:0~70:30) "CJ^^ « 
15 M-fk-^i^ (387 mg. IR^ 29%) ^#fCo 



'HNMR: 1.24 (3H, t, J=7. 2), 2.58 (2H, t, J=6.6), 2.87 (2H, t, J=6.6), 
4.13 (2H, q, J=7. 2), 5.23 (IH, br), 6.70 (IH, dd, J= 7. 5, 10.5), 6.93 (IH, 
dd. J= 7. 5, 10. 5) . 



o 




20 #%^!J1 0 0 3-{2, 5-v^:77k;tP-4-[(3-:7 jiy 
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39%„ 



5 NMR: 1.23 (3H, t. J= 7.2), 2.57 (2H, t. J= 7.8), 2.87 (2H, t. J= 7.8), 
4.12 (2H, q, J=7.2), 5.05 (2H, s), 6.67 (IH, dd. J= 7. 2. 10.8), 6.90-7.16 

(7H, m), 7.31-7.37 (3H, m). 

#%^Jl 0 1 3-{2,5-v^7/^:^P-4-[(3-7cc/d5^->-<^i>/V)^=^v-]7^^ 



^nm^hmm(0-)5^-km\^X. 3-{2,5-i^7/l-;^P-4-[{3-7^y =Sfi^-<> 

v?;V):t^i/]:7^-/M^'='^'^°>'^^^^^^"^*^'f^^^^^*^^<' 
ilj^ 82-83°C(g^^^^/^— ^^^i^^'^^^^^^a) 

'HNMR: 2.64 (2H, t, J=7.5). 2.89 (2H, t, J=7.5), 5.06 (2H. s), 6.68 (IH, 
15 dd. J=7.2. 10.8), 6.92-7.16 (7H, m), 7.32-7.37 (3H, m) . 
###iJ1 0 2 2-(3-7 ^^X7ai^/U):3^^/— 



3_7 3- y (500 mg. 2. 2 mraol). ^ 10% ^ ^ / —J^'W^. (10 niL) 

20 ^^f^/i^-etttilbfco tttfcl^iS^^tM^ ^jlMUfCo M^xhyt Kp:7 
7 y (20 mL) 131:^^1? TK^fbtS 5 # ^ ^ «^ (144 rag. 6. 6 mmol) &;«]I]X.. M 

bfco tt™^^M> I^JEiftlib. M^b^t/ (370 mg. W 78%) tr#fCo 



o 



10 
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^HNMR: 1.41 (IH. t. J=5.4), 2.85 (2H, t, J= 6.6). 3.82-3.88 (2H, m), 
6.85-6.90 (2H, m). 6.96-7.03 (3H, ra), 7.08-7.03 (IH, ra), 7.24-7.36 (3H, 
m). 

0 3 3-{3-7y^;rn-4-[2-(3-7a.y h^v-]7ccr: 
5 /^-Zaz-^^-j^J^f^/^ 



7%o 



^HNMR: 1.23 (3H, t. J=7.2), 2.57 (2H, t. J=7.8), 2.87 (2H, t, J=7.8), 
3.08 (2H, t, J=6.9), 4.08-4.21 (4H, m), 6.76-7.13 (9H, m), 7.24-7.36 (3H, 
ra). 

0 4 3-{3-7;l';^P-4-[2-(3-7 ai/^-i/^^^^/l')^ h^v']:7^:^ 

15 M-ftiy<ym 



##^J5 t mm(D:}^^^^^^X. 3-{3-7/^;tD-4-[2-(3-73./=3fv'7:n^ 

20 'HNMR: 2.64 (2H, t, J=7.8), 2.88 (2H, t, J=7.8), 3.08 (2H, t, J=6.9), 
4.19 (2H, t, J= 6.9), 6.83-7.12 (7H, m) , 7.24-7.36 (5H, m). 
##f!|10 5 (4-:7 3iy ^i^7a:^/^)7« iJ'/^/l^ 



gw- py^^--^^;/ (2.0g^ 9. 7tnmol), 4-t K P d^i/^:/ v^/WT/^=i^/^ (1-0 



o 




10 rftt>i„ 





o 
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g, 8.1mmol). mm:^V^J^ (0.67g. 4.8ramol). mmH) (0. 016 g. 0.16 
raraol)*5j;08-^y y ^ (0. 023 g. 0. 16 mmol) <D 1, 3-v?p< ^/W2-f ^ 

yui^/y (5 ml) mm^ 170 °cx^ 20 mmuw\^tco ^iiK^m^^mL, 

5 {^^^y/m-^^^^^^T-'i) T'iWiiU. ^^^b-a-ife (0. 12 g. W 7%) 

NMR: 1.60 (IH, t, J=5. 8 ), 4.68 (2H, d, J=5. 8 ), 6.95-7.16 (5H. m), 

7.30-7.37 (4H, m). 

\ 0 6 3-[3->'7l-:^o-4-(4-:7^y ^v'-<>'i^/^^=^v'):7 3.-yu]7^ 

10 n/-?V^Ji'^/l' 



7KJ^Lfc3-(3-:7/l^;:e-p-4-t Y^^'yy ^^f^)'^'^^^y^'^'^'^ (0. 19g. 
0.88 mmol). (4-7 / i/^ ^^/l^) P< ^ / -/l- (0.12 g. 0.58 mraol)*5j:D« 
h ij yat^yl^Tjs;^:?^ >- (0. 23 g. 0. 88 mmol) (^xh7kKP:7^^ (5 mL) ^ 
15 ^tCTyv>;&>'^#'^^v^^^>'^ {mY^^^y^W.. 0.40mU 0.88 mmol) 

TL. m.^m^mM.-x: A^mmw\^r^. mm^a^^ti^^^ g^^^^/vr-tttii 

ifyy^^ {■^^^ly/mk^'f}^^'^--^) -e«MU. M'fb-^^J (0.16 g> »1X 
^ 71%) U-r#fCo 
20 ^HNMR: 1.23 (3H, t. J=7. 1 ). 2.58 (2H. t. J=7. 7 ), 2.88 (2H. t, J=7.7 ). 
4.13 (2H, q, J=7. 1 ), 5.07 (2H, s), 6.81-7.04 (7H, m), 7.07-7.17 (IH, ra), 
7.28-7.44 (4H, m). 

uz-^y^ 
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3_ [3_ 7 p -4- (4- :7 y ar i/^ y V? ;^ v^) 7 /I'] y D /^° 

/U{0. 16 0. 41 mmol) <D:x.^ y -iV (3 tnL) 2 ^•^^{^•t 

imm. (3 mL) ?r*P;t. ^i^tl^^fiX* 2 ^^^#Lfc„ Hf&^igJC 2 
5 m (3 mL) ^^JP;i. M^^/i--ettlilLfCo ttl±l?^=^7K?5fc Lfc^^ ^^ff^^b 
fCo^it^i^i^^^/^— (0. 14g,I|X* 94%) 
^SrSfe^&^i: LT#fc„ §4^ 123-125 X,. 

^HNMR: 2.62-2.69 (2H, m), 2.90 (2H, t, J=7.6), 5.07 (2H, s), 6.83-7.05 
(7H, m), 7.06-7.15 (IH, m), 7.31-7.42 (4H, m). 
10 ##«?iJ1 0 8 3-[4-(4-^ l>^^/-^i/v'/^^^v')-3-7/W;^n7a^^/W]:/n 



^nm \ O 6 i:l^1^<D;i^ife^fflV^-C>3-(3-7/^;tP-4-t Yn^^y 

15 #J^; LT#/c. JR^ 77%.. 

^HNMR: 1.23 (3H, t. J=7. 1 ), 1.41 (3H. t, J=7. 0 ), 2.57 (2H. t, J=7. 7 ), 
2.87 (2H, t, J=7.7 ), 4.03 (2H. q, J=7.0 ). 4. 12 (2H, q, J=7. 1 ), 5.03 (2H, 
s), 6.76-6.99 (5H, m), 7.34 (2H, d, J=8. 6 ). 

0 9 3-[4-(4-:3^ JVir^i/)-%-y )Virxiy aL::^)V'\-fxi 

20 ^^VW. 
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^ 801 ill^ 126-127 *Cc 

NMR: 1.41 (3H, t, J=7.0), 2.64 (2H, t, J=7.5), 2.88 (2H, t, J=7.6), 
5 4.03 (2H, q, J=7.0), 5.03 (2H, s), 6.84-7.90 (5H, ra), 7.34 (2H, d, J=8.5). 



CH3 Sj^A^oH 

tK^Tx 4--f y7'oji<^->^i/XT/VT't K (0. 93g, 5.6mraol) (D / / — 
)V (20 mL) mm^. f- V=7'cYxi\^^n-ry3 ^ J>> (0.32 g, 11 mmol) <^p< 

10 ^ j-)v (loitiL) mw.^n^. m^m-^^urQ ^^fm,^\^t^. 2% 

^f^/W7:3) r-ft^L. ^M^k-a-tl (0.76g. JlX^ 81%) ^^ffiJ^tli: LT#fc„ 
'H NMR: 1.33 (6H, d, J=6. 1 ), 4.55 (IH, quintet, J=6. 1 ), 4.61 (2H, s), 
15 6.85-6.91 (2H, m), 7.25-7.30 (2H, m). 

#%^J1 1 1 3-[3-7/^:j)-p-4-(4-^ yyp^=^^y^Xv?7V;^-=3rv')7cc^ 



m^mioe tmm<D:)j^^m^X. 3-(3-7;u;tP-4-b Ko^riy^a:^ 

-^m^miikmt tx#;fc„ soi 

^HNMR: 1.23 (3H, t, 7=7.1 ). 1.33 (6H, d, J=6. 1 ). 2.57 (2H, t, J=7. 7 ), 
2.87 (2H, t, J=7.7), 4.55 (IH, quintet, J=6.0), 5.02 (2H, s), 6.83-6.98 
(5H, ra), 7.30-7.36 (2H, ra). 





wo 2005/051373 



PCT/JP2004/017996 



231 



##^J1 0 7 <tl^#0^?fe^fflV^-C.3-[3-7/l<';e-n-4-(W V^XJi^^i^^ 
fCo JlK^ 79%, ill^ 118.0-118.6 "Co 



4.55 (IH, quintet, J=6.0), 5.02 (2H, s). 6.84-6.98 (5H. m), 7.31-7.36 (2H, 



10 \ 1 3 3-t: KP=3rv'-5-(;^ Y^^y:^ h =35^iX) f'/i' 



tKJ^T. 3,5-v?fc KD^i/^S#^^^^^ (14. Og, 83.3mmol) fc'<t0N,N- 
y T'n tVV'J^^yVT 5 (11. 0 g, 85. 0 mmol) (Oi>^ un:^^V (100 mL) 
^ p p P< ^/1/;?< f^/l^^— r/V (6. 84g, 85. 0 mmol) ^?^Tb> 
15 5 B#ftm# L-fCo ^/S-^-a-i^^ p P 7< ^ ^ (300 tnL) IT^IR fflil ^ 3% 

||^zcf-;u=4:6) "Ci^MU. ^Mib-^tl (7.74 g. HX^ 44%) f^^fttft*^ LT 



20 ^HNMR: 3.48 (3H, s), 3.90 (3H, s), 5.18 (2H. s), 5.35 (IH, brs), 6.76 (IH, 
t, J=2.3), 7.19 (IH, t, J=2.2 ), 7.27-7.29 (IH, m). 

##f!jl 14 3-(t KP=^iX^f=-/l/)-5-(;^ V^i^:^ :^J—)V 




^HNMR: 1.33 (6H, d, J=6. 1 ), 2.65 (2H, t, J=7. 6 ), 2.89 (2H, t, J=7.6 ), 



ra). 
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7K^^T^ TK^-fby (1.80 g, 47.5 mmol) ©T^b^tKn 

yy:y (50 mU mm-^. 3-t Kp^>--5-(7« h^v-p^ h =¥v/)^,S.#^P< 
(7.74 g, 36.5 mmol) (D-f h 7 t Kn 17 7 (50 mL) ^^KS^^KTt^ ^Ifi-e 4 
5 B^P^mW^tfCo Sj^;;'^|^{C7K (2 ml). 15%7k^^b:^ V y 1^7J^7KM (2mL). tK 
(7 mL) ltir^^P;ts 2 Btra^L. hW^m^. 

/U=5:5) T'WmU. mmit^l^ (4.46 g. 66%) lrjffi>^t) UT#fc„ 
'HNMR: 2.34 (IH, brs), 3.46 (3H, s), 4.58 (2H, s), 5.13 (2H, s). 6.00 (IH, 
10 brs), 6.45-6.50 (2H, m), 6.58 (IH, s). 

mnmi 1 5 [3-(p< h^iy/ Y^%/)-h-y J ^-yy 9 J 



^HNMR: 1.66 (IH, t, J=6. 1 ), 3.47 (3H, s), 4.63 (2H, d, J=6. 1 ), 5.15 (2H, 
s), 6.62-6.64 (2H, m), 6.80 (IH, s) , .7. 01-7. 05 (2H, ra), 7.09-7.15 (IH, m), 

7.31-7.38 (2H, m). 

16 3-(t Kp =¥Vp< ^/^)-5-:7 3^y dr^y:7a:/— /l^ 



[3-(y V^'y;^ y^-y)-^-y OL J ^-yy ^ J (0.75 g, 2.86 




15 * 72%o 



OH 
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mmol) (O:^^ J-JV (10 mL) Wm-cWm. (1 mL) ^^PX. 40 "CT 4 B^f^m 

(-.i^ty/@^^::n^;V=5:5) T'iltM ^M-f^-^!^ (0. 60 g, IR^ 96%) 

5 ^HNMR: 2.28 (2H, brs). 4.60 (2H, s). 6.40 (IH, t, J=2.2 ), 6.52-6.62 (2H, 
m), 7.00-7.05 (2H, in), 7.12 (IH, t, J=7. 3 ), 7.32-7.37 (2H, m). 

0^mi 1 7 (3,5-v^7;n/=35^>':7air^/l')7<i5'y— /l^ 



10 ^^)-5-7:ny:3^v'7ccy-/^;0^b«M'^b-a^t>^ISt>t^^<!: l-"C#fco >lx* 7i%o 

iHNMR: 1.65 (IH, t, J=6. 1), 4.61 (2H, d, J=6.0), 6.60 (IH, t, J=2.2), 
6.72 (2H, d, J=2.2 ), 7.00-7. 05 (4H, m), 7.08-7.16 (2H,m), 7.30-7.38 (4H, 
ra). 

1 8 [3-(2— fyya \^'/uy:xiy^^y)ya:.:^M;<^J-->i^ 



##^ji0 5 tmm(o:^m^M^^x. 3-:/p^-<>'i>/^T/^=i-/^i 2-f 

NMR: 1.22 (6H, d, J=6.9), 1.65 (IH, brs), 3.27 (IH, septet, J=6.9), 
4.66 (2H, s), 6.79-6.92 (2H, m), 6.95 (IH, s), 7.04 (IH, d, J=7. 5 ), 
20 7.09-7.38 (4H, m). 

1 9 [3-(3^>(' y:/t2 \i°/U7:c/^iy)y:^^/U];^^/'--J^ 





15 
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OH 



'HNMR: 1.24 (6H, d, J=6.9), 1.66 (IH, brs), 2.89 (IH, septet. J=6.9), 
5 4.67 (2H, d, J=5.4). 6.79 (IH, m), 6.91-7.04 (3H, in). 7.09 (IH, d. J=7.5). 
7.20-7.37 (3H, m). 

##«»Ji 2 0 [3-(4— f yrT'n hVi^^'aiy dE^-»:7 3i=i/k]^ ^y— /V 



10 yyu\i°/i^yauy-/U7!)^ibmmit'^ii^^m^mt\^rntio 

NMR: 1.25 (6H, d, J=6.9), 1.65 (IH, brs), 2.91 (IH. septet, J=6.9), 
4.66 (2H, s), 6.89-6.97 (3H, m). 7.01 (IH, s), 7.07 (IH, d, J=7. 8 ), 
7. 16-7. 38 (3H, m) . 



^HNMR: 1.67 (IH, brs), 4.67 (2H. s), 6.90 (IH, dd. J=2. 4, 8.1). 6.99 (IH, 
s). 7.03-7.41 (6H, in). 
20 ##-^12 2 [3-(i-yjU:ttiyz^y'ir^y)y=c=^;U']y^/-/U 



##Mib5 tmm(o:ijm^F^^^x. 3-y'u^^yi^jur/u=i-/iyt 3-y 
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'HNMR: 2.10 (IH. s), 4.70 (2H, s) , 6.67-6.72 (IH. m), 6.76-6.83 (2H, m), 
6.93-6.98 (IH, m), 7.06 (IH, s) , 7.15 (IH, d, J=7.5 ), 7.20-7.40 (2H, m). 



3-ji h:^i/iMJ f-/ur/^X t K (1.00 g, 6.02 mmol) t^^:b])':7J^ (3.33 
g, 24.1 mmol) (D N, N-v'p* f-/V*/^i>>T 5 F (10 mL) fiiS^v'^ ^ 

(0.91 g, 7.22 mmol) ^Mx.. 60 °Ct? 5 ft^mi^LfCo 

M{b^#? (1.10 gs W 99W ^^fet^^^ bT#fCo 

'H^fMR: 1.49 (3H, t, J=7.l). 4.01 (3H. s), 4.12 (2H, q, J=7.0). 7.07-7.16 
(2H, m), 7.41 (IH, dd, J=2. 3, 7. 1 ), 10.44 (IH, s) . 

12 4 (3-3^ b ^v'-2-^ h -^yyz^^jv) J —/v 



J=7.0 ), 4.69 (2H, s), 6.89 (2H, td, J=1.6, 7.8 ), 7.02 (IH, t, J=7. 8 ). 
20 ##^3112 5 [3-(2-7«f->'^:7 3i/ =3fi/):7 3i::^/W]p< /V 



5 




15 




'HNMR: 1.46 (3H, t, J=7. 0 ), 2.21 (IH, brs), 3.92 (3H, s), 4.09 (2H, q. 
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>i?/wr/i-='->'U/5^e>*M'fb'^«^^Jftt^tii: bT#fc, 43%^ 
iHNMR: 1.62 (IH, t, J=6.0), 2.24 (3H, s), 4.66 (2H. d, J=6.0), 6.82 (IH, 
dd, J=2.2, 8.0 ), 6.87-6.97 (2H, m), 7.03-7.22 (3H, m) , 7.23-7.32 (2H, m). 
5 #3t#iJ12 6 [3-(3-p<^>'l^:7a./=ar-i/)7a^=;^]p« ^y-yl^ 

^HNMR: 1.64 (IH, t, J=5.6), 2.33 (3H. s), 4.67 (2H, d, J=5.8), 6.73-6.86 
10 (2H, m), 6.93 (2H, d, J=7.8 ), 7.01 (IH, s), 7.09 (IH, d, J=7.5), 7.22 
(IH, t, J=7.7 ), 7.32 (IH. t, J=7, 8 ). 

2 7 [3-(4-^=?^/u:7:ny ^i/) >'ai^/^]^i5'y>-/^ 

H3C. 



15 y-jjuTJi^=i-7i^ii>ibmm^t^<'i^^^'^^tvxmco urn 59%„ 

^HNMR: 1.66 (IH, brs), 2.34 (3H, s), 4.66 (2H, d, J=5.9 ), 6.88-6.94 (3H, 
ra), 6.99 (IH, s), 7.06 (IH, d, J=7. 7 ), 7.14 (2H, d, J=8. 4 ), 7.30 (IH, 
t. J=7. 8 ). 

12 8 [3- (7* P y<-2-^ ;)y:t^i^) :7 ^ ^ ^5? / 




o 

=1—71^ (2. 00 g, 16. 1 mmol) (Oi^mt-f- hV "^J^^ 
(35 mL, 1.5M) 7K^^(-> ^^-fb^ P (2.11 g, 17.7 mmol) ItAPX.. 

■^WlX 24 ^fmwx^ti. H;^?M^ti^i>^^^^^-^/^'^'ttwu 1.5 m tK 
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=5:5) T'ML. mmw:'^^ (0.82 g. 31%)' ^m^^t\^xm^. 

NMR: 1.67 (IH, t, J=5. 7 ), 2.52 (IH, t, J=2. 4 ), 4.67-4.81 (4H, m), 
6.89-6.94 (IH, m), 6.97-7.01 (2H, ra) , 7.26-7.36 (IH, m) . 
5 ##^J 1 2 9 3-t ^;^^S#^^^>'^ 



3-t: Fn:J^iy-2-;^f-/^^SWM (1. 00 g, 6. 57 mmol) (O^l^ (10 niL) 

"^m^Wk (0.16 g, 1.64 mmol) 12 ^»SSg£Ufc„ 

^M-T?i^*PL. M(^^fi:^icfft^Ufcms 7K (30 mL) <lr;dn;t. ^^"^ h 

(1. 12 g, JR^ 95%) ^#fc„ 

^HNMR: 1.39 (3H, t, J=7.2), 2.46 (3H, s) , 4.36 (2H, q, J=7. 1 ), 4.86 (IH, 

brs), 6.93 (IH, d. J=7. 3 ), 7.11 (IH, t, J=7. 9 ), 7.42 (IH. d, J=7. 7 ). 

15 1 3 0 3-^ ^/V^.&#i^^^7V 



CH3 O 

##^?1J10 6 tmm.(Ol5m-^m\^X ^ 3-t Kn=3E^>>-2-;<5"yU^S#^^^ 
jvh=^^ J-f^-h^'h^Mi^'^m-^^^^tX^Xm^o W 88%o 
'HNMR: 1.39 (3H, t, J=7.1 ). 1.44 (3H, t, J=7.0 ), 2.43 (3H, s), 4.04 (2H, 
20 q, J=6.9), 4.35 (2H. q, J=7. 1 ), 6.94-6.97 (IH, m), 7.17 (IH, t. J=7.9), 
7.38 (IH, dd, J=1.0; 7.8 ). 

13 1 (3-J^ ^ ^v'-2-^ ^f-JX^-y a^^jV) ;^ ^ y — 




CH3 O 
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HgC" O 




OH 



##^jii5 tmm<D:^m^^^^'^^ 3-^Y^^y-2-?if-j\^^M.mm^'f-^^ 

^HNMR: 1.43 (3H, t, J=7. 0 ), 1.48 (IH, brs), 2.24 (3H, s). 4.03 (2H. q, 

5 J=7.0), 4.70 (2H, s), 6.81 (IH, d, J=8. 1 ), 6.97 (IH, d, J=7.5), 7.15 
(IH, t, J=7.9 ). 

3 2 3-t: Kci^iy-4-7«5^>'i'^Sl=^^^>'^ 



'HNMR: 1.38 (3H, t, J=7. l), 2.30 (3H, s), 4.35 (2H, q, J=7. 1), 4.91 (IH, 
brs), 7.18 (IH, d, J=7.8 ), 7.46 (IH, s). 7.54 (IH, dd, J=l. 5, 7.7 ). 
#%^J 1 3 3 3-^ h dE^v'-4-7« ^/W^BWSS^^^^ 



15 ##fijio6 i:mm<D:^m^m^^x^ 3-\iv'x2^^y-A-^^ji^^.%^m^^ 

;Ut^^ /-/^il)''h^Mit^<'^^&^B^tVXmCo 96%„ 
^HNMR: 1.39 (3H, t. J=7. 1), 1.44 (3H, t, J=7. 1), 2.27 (3H, s), 4.10 (2H, 
q, J=7.0), 4.36 (2H, q, J=7. 1), 7.16-7.19 (IH, m), 7.47 (IH, d, J=1.4), 
7.55 (IH, dd, J=l. 5, 7.7). 
20 13 4 (3-^ f =3ev^-4-p{ :r. r^yU) / —)V 




O 




o 
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^HNMR: 1.43 (3H, t, J=7.0). 2.22 (3H, s) . 4.05 (2H, q, J=7.0), 4.64 (2H, 
s), 6.81-6.85 (2H. m), 7.11 (IH, d, J=7.4). 
5 ##^J 1 3 5 3-{3-7/l';i-P-4-[(3-7a:y ^v/^>'i^/^):t=3rt^]:7 3i:^ 

n-:/^;^y5^!>i=^(L6M^=3r•^^^^^^^(2. 3mL, 3. 7mmol))S.t>'v^-f V "^C* t^l^ 
T 5 >'(0.79mL, 5. SSmmol) J: «3 tyt N.N-v?^ y 7" P T ^ F <D 

THF(20mL)^^S^-70t:t3:}^4PL. ^jiS^J 1 1 T'# b tbfc^b^!^ (1. Og, 2.53 
10 ramol) (O THF(5mL)^?^>^MT tfco l^mX' 20 ^Wjf 3 - Kp« ^ ^(0. 39raL, 

0. 33mmol) ^M^tz.. WV«^-70°C-e 15 ^ b t^^t^T' 30 ^^f^m^ bfc 

S'fk'^tl^Jft^ Lt:#fc (250mg, JlJt^ 25%) „ 
15 .^HNMR: 1.14(3H, d, J=6.7), 1.19 (3H, t, J=7.l), 2.51-2.71 (2H, m), 2.92 
(IH, m), 4.08 (2H, q, J= 7. 1), 5.07 (2H, s), 6.75-7.02 (6H, m), 7.05-7.21 
(3H, m), 7.30-7.39 (3H, m). 

3 6 3-{3-7/^;t P-4-[(3-:7 y ^v^'<:/v'>'^) ^^'^v'] 7 

20 3- {3-7/1^;^ a -4- [ (3- y y i/^ > /W) ;t ^ i/] 7 cr^yl^} -2- y ^/t-y" p 
/N'Vi5j^^/U(127mg, 0.31mmol). 2 ^:^7Ki?<b-:^ h U ix:^^?^ (lmL)^tJ«^ 

25 fco ^aib-a^i^^^ftJl^tli: UT#yt(93rag, 78%), 

NMR: 1. 18(3H, d, J= 6,8), 2.52-2.78 (2H, m), 2.91-3.01 (IH, in), 5.07 
(2H, s), 6. 78-7.05 (6H, m), 7.06-7.20 (3H, m), 7.28-7.35 (3H, m). 
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m^mi 3,5-v'7;^;^-p-4-[(3-7^y^v'::7^ fdrv-j^^ify^ 
5 90?i„ 

^HNMR (CDCI3) 6 1.23 (3H, t, J=7. IHz), 2.57 (2H, t, J=7.5Hz). 2.86 (2H, 
t, J=7.5Hz), 4.12 (2H, q, J=7.1Hz), 5,08 . (2H, s), 6.68-6.78 (2H, m), 
6.92-7.01 (3H, m), 7.06-7.18 (3H, m), 7.29-7.37 (3H, ra). 
10 mMm2 3,5-;;?:7/U;^a-4-[(3-7ai/ ^v^::7c3i::i/W)p< hdr-sx]^;/-^:/7' 

Hil!^ 71-72 V (g^i?^^/^— ^^f->'d^?>Sli^^)o 
15 ^HNMR (CDCI3) 6 2.64 (2H. t, J=7.5Hz), 2.87 (2H, t, J=7. 5Hz), 5.09 (2H, 
s), 6.67-6.77 (2H, m) , 6.94-7.00 (3H, m), 7.09-7.19 (3H. m), 7.29-7.36 (3H, 
m). 

20 #;#^Ji ilBIa<^^?*^fflv^x.3-^^p-4-t: ]i^u ^^y^>^-^y:fu^<ym. 

^HNMR (CDClj) 6 2.58 (2H, t, J=7.4Hz), 2.86 (2H, t, J=7.4Hz), 3.66 (3H, 
s), 5.09 (2H. s). 6.84 (IH, d, J=8.4Hz), 6.92-7.02 (4H. ra), 7.08-7.13 (2H, 
25 m), 7.16-7.22 (2H, m), 7.31-7.36 (3H, m). 

3-i> P P-4-[(3-:7^y =arv'7a:^/v)7« h=¥v^]^i/-^:/:^p^-^°^ 
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^HNMR (CDCI3) 6 2.63 (2H, t, J=7.4Hz), 2.87 (2H, t, J=7.4Hz), 5.09 (2H, 
5 s), 6.85 (IH, d, J=8.4Hz), 6.91-7.03 (4H, m), 7.09-7.28 (4H. m), 7.30-7.36 
(3H. m). 

#%^y3 2^|^^li(D;^&^ffiV^-C. 5-7^a^-l,3-v':7/l';rD-2-[(3-^ 

^m^m^o 4o%„ 

^HNMR (CDCI3) 6 1.23 (3H, t, J=7. 1 Hz), 2.57 (2H, t, J=7.5Hz), 2.86 (2H, 
t. J=7.5Hz), 3.82 (3H, s), 4.12 (2H, q, J=7. 1 Hz), 5.11 (2H. s). 6.67-6.79 
15 (2H, m), 6.86 (IH, dd, J=l. 9 Hz, 8. 3 Hz), 6.98-7.02 (2H, m), 7.23-7.29 (IH, 
ra). 

mmme> 3,5-v'7/u^p-4-[(3-p< v^^yy v^iy-i^y^y^^ 

##^SJ5 i:IIl«(Z)^fe^fflV^T. 3,5-v':7/k:^n-4-[(3-^ Y^yyoLzz-jv) 
20 p« hdf^/]-<^if :/7°t3/-?yi?J^5^/l-/5^fcM'fb'^i^^#fc„ HX* 63%o 
iU!;^ 59-60 (Mm^'^J^—^'^'fy^^^^^^)o 

'HNMR (CDCI3) 6 2.64 (2H, t, J=7.5Hz), 2.86 (2H, t, J=7.5Hz), 3.81 (3H, 
s), 5.11 (2H, s), 6.68-6.80 (2H, m) , 6.86 (IH, dd, J=2. 3 Hz, 8.5 Hz), 
6.98-7.02 (2H, m), 7.23-7.29 (IH, m). 
25 mmmi 4-[(3-^h=3rv'7ai::^/U)7< b df^i/J-S, S-v'^/U^n-^:/-^ >':/d 
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^#l^#fCo 37%o 

'Him (CDCI3) 6 1.23 (3H, t, J=7.1 Hz). 1.41 (3H, t, J=7. 1 Hz). 2.57 (2H, 

5 t, J=7.6 Hz), 2.86 (2H, t, J=7.6Hz). 4.04 (2H, q, J=7. 1 Hz), 4.12 (2H, 

q, J=7. IHz), 5.09 (2H, s), 6.67-6,77 (2H, m), 6.84 (IH. dd, J=2. 1 Hz, 8.3 
Hz), 6.95-7.00 (2H, m), 7.22-7.27 (IH, m). 

10 ^^m5 tmm(Dl7W:^m^X. 4-[(3-^h=3p^>:7c3i;^/^)^ hdriX]-3,5- 
it^ 65-66 °C (g^^^f-/^ — ^^■fyi)^hn^'^)o 

^HNMR (CDCI3) 6 1.41 (3H, t, J=7. 1 Hz). 2.64 (2H, t, J=7.4Hz), 2.86 (2H, 
t, J=7.4Hz), 4.04 (2H, q, J=7. IHz). 5.10 (2H, s). 6.68-6.77 (2H, m), 6.85 
15 (IH, dd, J=2..3 Hz, 8.5 Hz), 6.97-7.00 (2H, m) , 7.22-7.27 (IH, in). 

^M^\9 3.5-':^:7/U;^P-4-[3-(l-p<^/i^^ h=3?"v'):7at=;u]^ h^i^l^y 

20 i!)^hmmit^<^^m^o urn 44%„ 

'HNMR (CDCI3) 8 1.23 (3H, t, J=7. 1 Hz), 1.32 (6H, t, J=6. 1 Hz), 2.57 (2H, 
t, J=7.5 Hz), 2.85 (2H. t, J=7. 5 Hz), 4.12 (2H, q, J=7. 1 Hz), 4.56 (IH, 
septet, J=6. 1 Hz), 5.09 (2H, s), 6.67-6.76 (2H, m), 6.83 (IH, dd, J=2. 0 
25 Hz, 8.3 Hz), 6.95-7.00 (2H, m), 7.21-7. 26 (IH, m). 

mMmiO 3,5-v^7;W:^D-4-[3-(l-/^/^^ h=^v'):7a^c^/U];=< b^^v-]^ 
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5 t mm(D^m^m\'^X. 3, 5-v^:7/U;^-n -4-[3-(l-7« h^-» 

77%o 

5 'HNMR (CDCI3) 5 1.32 (6H, d, J=6. 1 Hz). 2.64 (2H, t, J=7.5Hz), 2.86 (2H, 
t, J=7.5 Hz), 4.56 (IH, septet, J=6. 1 Hz), 5.09 (2H, s), 6.67-6.75 (2H, 
m). 6.84 (IH, dd, J=2.3Hz, 8. 4 Hz), 6.94-6.99 (2H, m), 7.21-7.27 (IH, m). 

10 i:[WI«(^;^^fe^^ffiv^T.3-7y^;tP-4-t Kn ^v-<:/if ^'^p^-?^^ 

^HNMR (CDCI3) 5 1.23 (3H. t, J=7. 1 Hz). 2.57 (2H, t, J=7.4Hz), 2.87 (2H, 
t, J=7.4 Hz), 4.12 (2H, q, J=7. 1 Hz), 5.07 (2H, s), 6.81-7.02 (6H, ra), 
15 7.08-7.18 (3H. m), 7.30-7.36 (3H, m). 

2 3-7/W:^n-4-[(3-7a:y ^iX^^^/W;^ V^^y^-^y^:yy n 

h:^fix]^vif y7"P/^°y^^5"/^;0^b*M^b•^t)^#yto W 88%o 

20 il!^ 76-77 *C .d{^f-^/d^bS^B^)o 

^HNMR (CDCI3) 5 2.63 (2H, t, J=7.4Hz). 2.88 (2H. t. J=7.4Hz), 5.07 (2H, 

s), 6.82-7.03 (6H, m), 7.06-7.18 (3H, m), 7.31-7.38 (3H, m). 

^»J1 3 3-7< b^i/-4-[(3-7 3.y h:3{^v']^>'if >'yp 

25 tl^a<^^fe^ffiv>-c>4-fc FP^i^-3-^ v^^y-<y^i^-:rx:i/^v 

my^'^^^t 3-y y ^y^yi^/uT/i^:=^-/i^t^hmmit'^^^nt.o^^ 66%o 
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^HNMR (CDCI3) 5 2.60 (2H, t. J=7.4Hz), 2.89 (2H, t, J=7.4Hz). 3.67 (3H, 
s), 3.84 (3H. s), 5.08 (2H. s), 6.64-6.70 (IH, ra), 6.73-6.79 (2H, m). 
6.89-6.94 (IH, m), 6.97-7.02 (2H, m), 7.07-7.18 (3H, m), 7.28-7.38 (3H, 
m). 

ib^ 95-96 'C ^dE^1^^^d^Pjf?>i^^)o 
10 ^HNMR (CDCI3) S2.65 (2H, t, J=7.4Hz), 2.90 (2H, t, J=7.4Hz), 3.84 (3H. 
s), 5.09 (2H, s), 6,65-6.70 (IH, m), 6.74-6.80 (2H, m) , 6.87-6.93 (IH, m), 
6.96-7.03 (2H, m), 7.06-7.18 (3H, m), 7.27-7.35 (3H, m). 
mMmi 5 3,5-v>:7/U;rP-4-[(2-7::..y ^i/^:!^^/^)^^ h ^'y]^'^-^ 



94%„ 

^H^fMR (CDCI3) 6 1.23 (3H, t, J=7. IHz), 2.56 (2H, t, J=7.5Hz), 2.84 (2H, 
20 t, J=7.5Hz), 4.12 (2H, q, J=7.1Hz), 5.23 (2H, s). 6.66-6.71 (2H, m), 6.85 
(IH, d, J=8. 1 Hz), 6.92-6.95 (2H. m), 7.05-7.18 (2H, m), 7.25-7.34 (3H, 
ra), 7.61 (IH, d, J=7. 5 Hz). 

^Jif!|16 3,5-v>7/l';rP-4-[(2-7 3iy =3r v-7 3^=7l^)p< h =3f v-j^C/if ^ 
il!^ 78-79 m^=i^f;V-^^-fy/i>^Wi^^^)o 



15 
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'HNMR (CDCI3) S2.62 (2H, t, J=7.5Hz). 2.85 (2H. t, J=7.5Hz), 5.23 (2H, 
s), 6.62-6.73 (2H. m). 6.83-6.88 (IH, m), 6.91-6.96 (2H. tn), 7.03-7.18 (2H, 
m), 7.24-7.34 (3H, m), 7.61 (IH, dd, J=l. 4 Hz, 7. 5 Hz) . 
mMmi7 3-7;U:tP-4-[(2-7aiy ^rv-^oi^/W)^ h =3f>y]^ Vif y:/n 

iRNMR (CDCI3) SI. 22 (3H, t, J=7. 1 Hz), 2.56 (2H, t, J=7.5Hz), 2.86 (2H, 
10 t, J=7.5 Hz), 4.11 (2H, q, J=7. 1 Hz), 5.20 (2H, s), 6. 80-6.99 (6H, m), 
7.08-7.20 (2H, m), 7.26-7.38 (3H, ra), 7.70-7.76 (IH, m) . 

#%^J5 tmm(Omk^^^^X . 3-7/U^n-4-[(2-:7rc: y i./^ ^.c^/V) p< 

15 h:3^^ix]^i^if :/7°p/^^i^^^/^;i)^b*M{b'a^'t^^lr#fCo HX* 92%o 
ill;^ 103-104 "C (gfif^9^/i^ — ^=¥f-:/:d>bS$gfB)o 

'HNMR (CDCI3) 3 2.63 (2H, t, J=7.5Hz), 2.87 (2H, t, J=7. 5Hz), 5.20 (2H, 
s), 6.81-6.98 (6H, m) , 7.06-7.18 (2H, m), 7.25-7.38 (3H, m), 7.61 (IH, d, 
J=7.0 Hz). 

20 mmmiQ 4-([l,l'-lf73.::^/U]-2-^/U;^ h=^v-)-3,5-v^7/^;rP-<^-^^ 

94%„ 
25 ?a4^c 

'HNMR (CDCI3) 6 1.23 (3H, t, J=7. IHz), 2.57 (2H, t, J=7.5Hz), 2.85 (2H, 

t, J=7.5Hz), 4.12 (2H, q, J=7. 1 Hz), 5.00 (2H, s), 6. 66-6.78 (2H, m). 



wo 2005/051373 



PCT/JP2004/017996 



246 



7.29-7.47 (8H, m), 7.60-7.68 (IH, m). 

*W!|2 0 4-([l, l'-l^7:t=/W]-2-'r/U^ h^v')-3,5-v^:7/W:^P-<:/-^ 



^^m5 tmm(D:^m^m^x^ 4-([i,i'-tf:7^^/u]-2-^/^p< 

71%„ 

gtl^ 78-79 V (g^^Jif-Zl'— ^=^f-^^^feSI§^)o 

^HNMR (CDCI3) 6 2.64 (2H, t. J=7.6Hz), 2. 86. (2H, t, J=7.6Hz), 5.00 (2H, 
s), 6.65-6.74 (2H, ra), 7.30-7.48 (8H, m), 7.59-7.67 (IH, m). 

m^^^^t 2-:7:ii^/^-<:/v'7^T/W3-/^;0^baM'fb'a-ti^#fco HX^ 96%o 

15 'HNMR (CDCI3) 6 1.22 (3H, t, J=7. 1 Hz). 2.55 (2H, t. J=7. 5 Hz), 2.85 (2H. 
t, J=7.5Hz), 4.11 (2H, q, J=7. IHz), 4.97 (2H, s) , 6.70 (iH, t, J=8. 4 Hz) , 
6.79 (IH, d, J=8.5Hz), 6.91 (IH, dd, J=l. 9 Hz, 12.1 Hz), 7.30-7.42 (8H, 
m), 7.62-7.66 (IH, m). 

mmm2 2 4-([l,l'-lf:7:n^;H-2-^/W^ Y^Zy)-3-y;U:i-u-<y^>'^ 
20 a/-?i/i? 

mi^ 81-82 imB^^y^—^'^'fy^^^^^i^^o 

^HNMR (CDCI3) 6 2.62 (2H, t, J=7.6 Hz), 2.86 (2H, t, J=7.6 Hz), 4.97 (2H, 
25 s), 6.71 (IH, t, J=8.4 Hz), 6.80 (IH, d, J=8. 4 Hz), 7.30-7.41 (8H, m), 
7.62-7,65 (IH, m). 

MW,M2 3 ' 4-([l, l'-fc'7a::=^y^]-2— f h^v^)-3-i^ o ci-<:/-g'>^n 



m 
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5 ^HNMR (CDCI3) 5 2.57 (2H. t, J=7.5Hz), 2.84 (2H, t, J=7.5Hz), 3.66 (3H, 
s), 4.98 (2H, s), 6.65 (IH, d, J=8.4Hz), 6.93 (IH, dd, J=2. 0 Hz, 8. 4 Hz), 
7.20 (IH, d, J=2.0Hz), 7.31-7.44 (8H, m), 7.68-7.71 (IH, m). 
MMm^A 4-([l,l'-lf7::^^/l']-2-^/V^ hd{^iX)-3-^ nP^^-^^yn 

iife^ 111-112 (BM:3:.=f-/u—^^-fyt>bn^Mt)o 

^HNMR (CDCI3) 6 2.62 (2H,- t, J=7.5Hz), 2.85 (2H, t, J=7.5Hz), 4.98 (2H, 

s), 6.66 (IH, d, J=8.4Hz), 6.94 (IH, d, J=8.3Hz), 7.21 (IH, s), 7.30-7.44 
15 (8H, m), 7.67-7.70 (IH, m). 

m 1 \^mmm 1-12 xmhti^fcit'km<Dmit^^yri-. 
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m 2 KmMm 13-24 x-n^titc^t^'^(DmT^^^7T^-to 



wo 2005/051373 



PCT/JP2004/017996 



249 

[«2] 




^r\Lmmm 25-210 tr^to «f ^ m^mm\^^i^^m'^> 'a mmm^^ 

MMM 25 3-{3,5-v':7/k;^-p-4-[(2-;^ h =^v"<^v';^);t^-jX] 7 ccc^/U-} 7° 
10 41%., 
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mm^vx^Mfim>-t^mm\:.^i^^m\ mmm 27, 29, 31, 33, 35. 

39, 43, 45, 47. 49, 53. 59, 61, 63, 65. 67, 75, 77, 79, 81, 83, 85, 87, 

89, 91, 203\C7f^i'it'^<^^^f^l^tlo 

MMm 26 3-{3,5-i;'7;u;tD-4-[(2-p« V^i^^yi^M^^^y]y =^=^^^}'^ 
5 d/^yj^ 

##fij5 ^r«(7)*•^fe?^fflV^T. 3-{3,5-i;»7/U:^a-4-[(2-^ 

1^:^11 br^i^€tlmi-2)liM^i^^fflV^. 28. 30, 32. 34, 36. 

38, 40, 42. 44, 46. 48, 52. 54. 56, 58, 60, 62, 64, 66, 68, 70. 72, 74. 

10 76, 78, 80, 82, 84, 86, 88, 90, 92, 204, 206 tC:^i-'ft;^'^^'^^ Lfeo 
37 3-(4-{[2-(-<:/v^/l-:t=35^-»^:/v^/^]^^^/}-3, 5-v^7/k:^C3 

2-(^:/i?/l/::J-drv')^yXT/VTt K (274 mg^ 1. 3 mraol) ^ p< ^ / ^/W- (20 

mi)\cmm\^s 7mimomi-h}) m mg. 1.9 mmoi) ^mx.fzm. 

15 T-e 2^mmWLtz.o SMt-7K^aP;^x gm^^/i^t-ttttl tfco ttfflY^^^t 

mBmn\^tco ^mtrThv^ vnyy^no mL){Lmn\^. 3-0, 

y;[^^U-4-)l Vn^iyy a^^/U)-:fx2/<l^^:j:.^jU{200me^ 0.86mmol). bU 
:f^/U^^y^y (0.23 mU 1. Immol). *5j:t)«T>^v^*/^7]<;^;Uv?t°-^ y 
(282 mg. 1.1 mmol)?^JPXL. ^?fiTn2 WitW^bfCo ^^S^^^T/^ ^ ^-;?7 
20 (@^^zcf-;u) , ^X.T^iy^J:fy^/v:^3yJ^^n-r 

yy^^ (^d5^f-y/g^^a:f-/W=100:0~80:20) X^I^M t.^M^b-p^fJ (162 mg, 
W 29%) ^W^t LXntCo 

mm\^vx^n'etim^ir^mm\:^'^'tm\ mmmu. 55, 71, 73 ^z^^ 

25 ^iiM 50 3-{3,5-v?7/V'^a-4-[(3-t Kn^v^-<i^v'>'^):t^;/]:7 3^=^>?W 
##^J 39 <b|^#<D:^^fe<^ffiV>T. 3-(3,5-v=-7/U:tP-4-{[3-(7« h^i^^ h 
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^ 89%, 

5 iPa<7)^mtrffiV>T. 3-{3.5-v'77U:tD-4-[(3-t Kn^^r^x-^:/ 

m^ntco W i5%o 

10 m^m 69 3-(3,5->?7/v;*-p-4-{[3-(i-^7^/w;r'3r-sx)^>'i^yw];t=¥^/} 

91 t|Sl«(Dj^^£<^fflV^T. 3-{3,5-v'77U:tP-4-[(3-fc Fp=55^v^-< 

15 ^Jfe^JiJ 93 3-{4-[(3,5-v?p< h :3e-v'^Vv=/P);^^:X]-3-:7 /l';tn :^ 7° 

106 tll^®:3^^fe^fflV>T. 3-(3-7/^;ta-4-t Kn 

>^a/N°^^i?j:f-;l/<t (3,5-v^^ h / ^ J —/Ut^h^Mit"^!^^ 

20 i^iit3:uT^nmmi-si©m-^ti^ffiv\ mmm 95, 99, 101, 103, 

116. 121, 125, 138, 146, 148, 150, 152, 154, 156, 158, 160, 162, 164, 166, 
168, 170, 172, 174, 179, 181, 183, 185, 187, 191, 193, 195, 197, 199, 201, 
207, 209 jCTj^i-'fb-a'tl^-ttl^'tt-^^t/Co 

94 3-{4-[(3,5-i;^p« h^i^^yi^M:ir^i^]-3-y /l-tr^-y :x,^My 
25 V2/<y^ 

107 ,^PI1i(D;^^*^fflV^T. 3-{4-[ (3, 5-v^7< h ^i^^'^ i^^^) 
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#fc„ W 87%„ 

1^:^(3: LT^tl^*tLmi-'5m5|SMb•a'tIt^fflV^. MMm 96, 100. 102, 107, 

118, 120, 122, 124, 126, 137, 139, 142, 147, 149, 151, 153, 155, 157, 159, 

161. 163, 165. 167, 169. 171. 173. 176, 178, 180, 182, 184, 186, 188, 190, 
5 192. 194, 196, 198, 200, 202, 208, 210 KT^i-^t^^^^fl^il-a^l^fCo 
■ MMM 97 3-:7yl';tn-4-[(2,4,6-h y 

2- ^ n P ;^ 4, 6- b U ^ =f-/Uy<:y^ y (397rag, 2. 4ramol) ^ Z--7Jl':tn 
-4-t Kn ^v/^^^if ^^:?'P/^°y^:3:^^/^'(500rag, 2.4 mmol) ^ ^i^;* y l>i>. 

10 (358mg, 2. 6ramol))<^ DMF (8raL) 4" SOtlT* 3 Bt^1^t# bfCo K^&^^tK (30mL) 

(425mg, 1|X^52%) i: LXttfc^ 

15 ^Sfe^^'il 98 3-7/^;^P-4-[(2,4,6-MJ h^^v^J^^/ifV^ 

3- :7/U;^-p-4-[(2,4,6- h !J ^ 31 7< h =3!^v']-<^-fe^:/r P /'^^'i? 
a:f-;K363mg, 1. Immol) . 2 ^^TKi^^b":?- h ^ i^TKM (1. 5mL) *5 J; tJ^^i? 
/ -/K5mL) (^M-a^t/^ 60°C-e 1. 5 B#FHm# L,fc„ R/S?^^*^^ 1 

?3tifc|^^^|^i^^9^/^/-^=^f-^^J:'?fi^^fHUyt (190mg, HX*57%)o 

104 3-{3-7yW;tn-4-[(3-t: Fp ^v^^^v^^U) i^] 7 ai-;W 7" 

25 115 iP^W^^^^V^r. 3-(3-y/^;^-n-4-{[3-(7« b=3ri/p< 

i:#fc„ i|X^ 96%o 
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^/UiO.ZO 0.94 mmol) *J J: tJ«-/P ^S^^ tert-'/^yU (0. 92 g, 4. 70 mraol) 
(D N, N-v't^ f^/^^syl'AT 5 K (10 mL) ^l^tC;^^;^; U !>A (0.52 g. 3.76 
mmol) 60 t^T' 12 B#MitM^byto KJS.^i^tlt:@^^^f-/^T#«^ 

10 -^hi^yy^- (-^^f->-/M^^/^=6:4) -XrWi^L. SS-ffc-^i^ (0.43g, 

J|X* 99%) ^IS»<!; L-C#fCo 

|RHit::L-C^;h.^'tbmt-SmM'^tl^fflVN, ^]li^J 108, 114, 123, 127, 

136, 140, 143, 177, 189 jC:^i-'fb'^«^^-6^^ UfCo 

MMM 106 (3-{[4-(3-^ h^v--3-;r=3ryyP tVu)-2-y'/U:^P7 3iy dri/D 

15 y^/W7:3iy ^■iy)g^i? 

3- (4- { [3- (2-t ert--^' h ^ -y-1-isr ^ y h ^ ix) ^ v'/u] •^^'y\-Z-y )Vir 
tiy a:.=z/U)zfuy<y^3^'f-jl' (0.43g. 0. 98mraoL) <^i^^n (15mL) 
h ]) yjl-^^B^ (1.1 g^ 9.80 mmoL) SrSP;t^ 50 t:T' 1 HtPsm^^ 

20 vy^- {^^'^y/m!^^^^^=Q-i) -eiWS^b. ^M^b-a-'ti (0.26 g, iR^ 

72%) b-C#fCo 

• HM'^J 109 3-(3-7yU;tP-4-{[3-(2-;t^y7°n^^v^)^i^v^/^];t-^v'} 

7 3l:=/^)7'^/^°>'^ 
25- 3- (3-yjl^:i-x:i-A-{[3-(.2-:t^yyn:^^iy)^y v?;^] ;r 7 31 = /V) 7" 
p/>?^^a^^yU (0.31 g. 0.82 mmol) (7)ai ^ y — /I/-7K (2 mL-1 mL) ^?^t7k 
mitVf-'^-^-yi^^!^ (0.052 g. 1.23 mmol) ^Mk.. M-^tl^MT' 4 B#^l 
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mWLfCoEJi^M^^kC 2^^:^^ (0.7mL) ^M^.mm^f-/^X^^li^Ltz.o 

i^s^hL. mmit^m (0.047 g. urn m) ^^^B^tLxntc„ 
mmi^\^x^fi^^m^ir^mih^'^^^^\^Mm m, us. 115, 129, 

5 131, 133, 144 JC:^^'fb'^t!Sr'^ffebfco 

no 3-[3-7/V:tn-4-({3-[2-(^^;^T^y)-2-^:3ry^bdrv/]-< 

(3-{[4-(3-J^ h =3ri/-3-;t^y 7*13 \i° ;U)-2-y J\^:tn y ol y ^^y^/f-Ji-} 
7^y^iX)g^i? (0.34 g, 0.90 ramol). ;i f-JUT ^ yMf^M (0.073 g, 1.08 
10 ramol), h V :^^}\^r % 1^ (0. 22 g, 2. 16 ramol), l-j:5^/W3-(3-i>^ ^/VT ^ 
J^n\^)V)%fVi^V'4% YMBM. (0.21 g, 1.08 mmol), l-t Kodf- 

i/-<yX b y T)/— /I' (0. 15 g, 1. 08 mmol) O DMF (7 mL) W^^MMlX 18 B# 

:fe:^7K^ 7K-eiii^^?^b. j^ffiMtfCo #bttfcM^;xy 

15 l.i/7:7^-(^=3S^if^/@^^^5"/^=2:8)-Clt®[L^«M'fk'a'#I (0. 34 g. 

l^atCLT-tn^tb^lSi-^Mm^tl^^ffiV^. ^WJ 112. 130, 132 \TL 

• %%m 119 3-{3-:7/^;d-Pi-4-[(3-p< h^v-5-:7 3.y dr^x^:/v'yu):t^v'] 

Z-{Z-yjVi>rxi -4- [ (3- 1 K n ^y-h-y zx. J ^-y^V -J)V) -^^V^y :x.=^ M 
'fu/O'^z^f-jU (0.30 g, 0.73 mmol) ioXXlB^itp^f-^l^ (2.2 mL, 14.6 
mmol) (D7± h y (10 mL) M(Ci^^;^7 ]} ^ (0. 52 g. 3. 76 ramol) ^M^. 

25 •^Lfcm^nBmm\^x'i^P:>fitcnm^-yv:^^/^^yj^^xi^hi!^yy^-- 
i^^i-y/mB^^/^=r.3) xmm\^. s^ib-a-!^ (o.si g. iix^ 99%) % 
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3_ {3^ s-i:^yju^x2 -4- [ (3- 1 K n ^ ^ ^ -J;\y) ;t ^ v'] :7 a ^< V 

^au=^-)V (200 rag. 0. 59 ramol) »F (10 itiL) tC^^ 3 l^^b-f ^ (339 
5 nU 3.0mmol). 7K^^li:^ h P ^ (47 mg. 1. 2 ramol) ^mt? 3 

^5=-/U=100:0~80:20) T'if*i[bs ^S^b-^^tl (186 mg. J|X* 80%) ^Wmt 

10 141 3-(3-:7/k;tP-4-{[3-(2-t Kp=¥v'^ b=3rv')-5-:7:i.y 

3_ (4- { [3- (2- { [tert-y (■$<? ^ f^/W ^/ U ^ =3r ^ h iX) -5-7 a: / 
i>i-l/y<-y^j')V\i!r^^y\-'i>-y jvirvLy :^z^)V)'fn^^:yWL^^i^ (0.43 g, 0.75 
mmol) 7" h^-/5^/vr ^/^^'^A^/l/;*-!) THF^^ (3 mL, 3. 00 mraol) 

^■^y/mm^'^^^=5:5) x^mmu «®^b^t> (0.25 g. nx^ 74%) ^^^m 

^ife^!) 145 3-{4-{[2-(2-r ^ J ^ h ^^y)-5-y y ^i^^yi^^i^]:^^ 

20 i/}-3-7/V';^t3 :7 3i:=^/^):/p/-^^/^ 

3-{4-[(3-{2-[(tert-:/ h ^-yi> T ^ / ]^ h ^-y}-5-y =^ ^ 

^yi:^;u)yt^i^}-3-y^u:toy3^^M-yo^<yW^ (0.20 g, 0.38 ramol) 

m-^^=^f-^^MW (4 1 raL) ^M^. 15 Btrsl^^L/Co 

25 m-^ntLo IK^ 89%o 
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25 

(R = Et) 


0 


3-{3. 5~v^:7y^:4-n-4-[(2-;?< 


'H NMR: 1.24 
(3H, t, J=7. 1), 2.57 
(2H. t, J= 7. 7) , 2. 86 
(2H. t. J=7.7), 3.81 
(3H, s). 4.13 (2H, q, 
J= 7.1), 5.18 (2H, 
s). 6.68-6.75 (2H, 
m) , 6. 86-6. 97 (2H, 
m), 7.27-7.32 (IH, 
m), 7.44 (IH, dd, J= 
1.1, 7.3) 


26 
(R = H) 


3- {3, 5- v> 7 /U- ;r n "4- [ (2- ^ 


66-67 "C ( §^ ^ :3i ^ 

;V ^) . 

NMR: 2.64 (2H, t, J= 
7.6), 2.87 (2H, t, J= 
7.6), 3.81 (3H. s), 
5.18 (2H, s). 
6.70-6.75 (2H, m), 
6.86-6.98 (2H. m), 
7.27-7.32 (IH, m), 
7. 45 (IH, dd, J= 1. 5. 
7. 4) 


27 
(R = Et) 


0 

0 

6 


'» ^ >^ v?/u] :^ ^ ) -3, 5- 


iftjRt;. 'H NMR: 1.23 

fou + T— 7 1^ 

von, t, J- /. 1} t 
1.60-1.88 (8H,m), 
2.57 (2H, t, J=7.5), 
2.86 (2H, t, J=7.5), 
4. 12 (2H. q. J=7. 1), 
4.74-4.79 (IH. m), 
5.13 (2H, s), 
6.68-6.75 (2H, m), 
6.84-6.94 (2H, m), 
7,23-7.29 (IH, m), 
7. 47 (IH, dd, J= 1. 3, 
7.4) 


28 
(R = H) 


3-(4-{[2-(V^' D^^-^yl^:t 


fft 4fe . 'H NMR: 
1.56-1.86 (8H,ni), 
2,65 (2H, t. J=7, 6), 
2.87 (2H, t, J=7. 6), 
4,76-4.78 (IH, m), 
5.14 (2H, s). 
6.71-6.75 (2H, m), 
6.84-6,95 (2H, m), 
7.23-7.29 (IH, m), 
1. 47 (IH. dd, J= 1. 6, 
7,4) 
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»4] 











29 
(R = Et) 


o 


3- {3. 5- 7 :r D -4-[ (2-^ 


ft^^ife. NMR: 1.24 
(3H, t, J=7. 1), 2.59 
(2H, t, J=7.7), 2.88 
(2H, t. J=7.7), 2.99 
(4H, t, J= 4. 6) , 3. 84 
(4H, t, J=4.6), 4.13 
{2H. q, J=7, 1). 5.21 
(2H. s). 6.74-6.77 
(2H, in), 7.14-7,16 
(2H, m), 7.31-7.37 
(IH. m), 7.53 (IH, 
dd, J= 1.6, 7.5) 


30 
(R = H) 


3- {3, 5- V? 7 :t n -4- [ (2- ^ 


ii3-ii4t:(g^^^^ 

NMR: 2.66 (2H, t, J= 
7.4), 2.90 (2H, t, J= 
7.4). 2.99 (4H, t. J= 
4.6). 3.83 (4H, t. J= 
4.6). 5.21 (2H, s), 

6. 74-6. 80 (2H. m) , 
7.11-7.17 (2H, m), 
7.31-7.37 (IH, m). 

7. 54 (IH, d, J= 7. 5) 


31 

/D — f^t\ 
(K - tl) 


CC°T 


3- {3, 5- 7 ;U :t P -4- [ (2- 


'H NMR: 1.01 
(6H, d, J=6.7), 1.24 
(3H. t, J= 7.1). 
2.03-2.12 (IH. ra). 
2.57 (2H, t. J=7.8), 
2.86 (2H, t, J=7.8). 
3.72 (2H. d, J=6.4), 
4.13 (2H, q, J=7. 1), 
5.19 (2H. s). 
6.71-6.73 (2H, m), 
6.85 (IH, d, J=8. 3), 
6. 94 (IH, dd, J= 7. 3, 
7.5), 7.24-7.30 (IH, 
ra), 7.48 (IH, dd, J= 
1.6, 7.4) 


32 
(R = H) 


CH3 


3-{3, 5-i^7/U:s}-o-4-[(2-'Y 
7:c::^yU)7'n/<:/g^ 


^i^m. 'H NMR: 1, 01 
(6H, d. J= 6.7), 
2.03-2.11 (IH, m), 
2.64 (2H, t, J=7.4). 
2.88 (2H, t, J=7.4), 
3. 72 (2H, d, J= 6. 4) , 
5.20 (2H, s), 
6. 70-6. 75 (2H, m) . 
6.85 (IH, d, J=8.2), 

6. 95 (IH, dd, J= 7. 4, 
7.4), 7.26-7.30 (IH, 
m), 7.. 49 (IH, d, J= 

7. 4) 
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[^5] 



33 
(R = Et) 



34 
(R = H) 




3-{3, 5-v?7yW::^P-4-[(2--f 



3- {3, 5- 7 /l- :^ n -4-[ (2— f 



NMR: 1.23 
(3H, t, J=7. 1), 1.28 
(6H, d, J=6,l). 2.57 
(2H, t, J=7.7), 2.86 
(2H, t, J=7.7), 4.13 
(2H, q. J= 7.1), 
4.51-4.59 (IH, m), 
5.16 (2H, s), 
6.71-6.76 (2H, m), 
6. 85-6. 96 (2H, ra) , 
7.23-7.29 (IH, m), 
7.48 (IH, dd, J=1.5, 
7.4) 



NMR: 1.28 
(6H, d, J= 6.0). 2.65 
(2H, t, J=7.5), 2.87 
(2H, t, J= 7.5), 
4.51-4.59 (IH, m), 

5. 16 (2H, 

6. 70-6. 77 (2H. 

6. 85-6. 96 (2H, 

7. 23-7. 29 (IH, 
7.48 (IH, dd, J= 1.5, 
7.4) 



s), 
m), 
m), 
m). 



35 

(R = Et) 



'36 
(R = H) 



3-(4-{[2-(iy ^ ti^^ly/u:^ 
^i/)^yi:PjU]^^i^]-Z, 5- 




NMR: 1.23 
(3H, t, J= 7.1), 
1.32-1.55 (6H, m), 
1.73-1.78 (2H, m), 
1.89-1.92 (2H, m), 
2.67 (2H, t, J=7.4)> 
2.86 (2H, t, J=7.4), 
4.13 (2H, q, J=7.1), 
4.24-4.31 (IH, in), 
5.18 (2H, s), 
6.70-6.75 (2H, m), 

6. 86-6. 95 (2H, m) , 
7.22-7.28 (IH, m), 
7.49 (IH, dd, J=1.5, 

7. 5) 



3-(4-{[2-(v'^ xi^^l/)Vir 
^ S/) -O- ^ ^ ^» -3, 5- 



Jft #; . 'H NMR: 
1.32-L54 (6H, m), 
1.73-1.76 (2H, m), 
1.89-1.92 (2H, m), 
2.65 (2H, t, J=7.6), 
2.88 (2H, t, J=7.6), 
4.25-4.31 (IH, m), 
5.18 (2H, s), 
6.72-6.77 (2H, m), 
6.86-6.96 (2H, m), 
7.22-7.28 (IH, m), 
7.49 (IH, dd, J=1.6. 
7.5) 
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[«6] 









faix / ^ 


37 
(R = Et) 


Np^^^^ OR 

OC°T 


3" (4- { [2- ('^ v^/^ :t^i^)-< 
-3, 5- V? 7 :r 
P 7 a: y n ^'^ic^yU 


fbVt^s *H NMR: 1.23 
(3H, t, J=7.1), 2.56 
(2H, t. J=7.7), 2.85 
(2H, t, J=7.7), 4.13 
(2H, q, J=7. 1), 5.09 
(2H, s), 5.24 (2H, 
s), 6.68-6.71 (2H. 
m), 6.91-6.98 (2H, 
m), 7,27-7.52 (7H, 
m) 


38 
(R = H) 


3- (4- { [2~ (-<>^ ^ ^» 
:y v^/u] i/} -3, 5- >^ 7 


fmW. *HNMR: 2.63 
(2H. t, J=7. 6), 2.85 
(2H, t, J=7.6), 5..09 
(2H, s), 5.25 (2H, 
s), 6.68-6.71 (2H, 
m), 6.91-7.00 (2H, 
m), 7.28-7.51 (7H. 
m) 


39 
(R = Et) 


X) 


3- (3, S-i>yji^:t^-4~{[2-{r- 
KD7 7>'-2--f y^7« h 


^'^^s NMR: 1. 24 
(3H, t, J= 7.1), 
1.75-2.10 (4H, m), 
2.57 (2H. t, J=7.7), 
2.86 (2H, t, J=7.7), 
3.80-4.27 (7H, m), 
5.19 (2H, s), 
6.69-6.76 (2H, in), 
6.87-6.99 (2H, m). 
7.27-7.30 (IH, m), 
7.48 (IH, dd. J= 1.5, 
7.5) 


40 

(R = H) 


3- (3, S-i^ 7 /V-;^ P -4- { [2- (x 
h7h KP7^^^-2-^>'V'y h 

-< >^ :^ ^ } 7 a: 
/U)7"P/^^^®& 


ffl t) , *H NMR: 

I. 75-2.10 (4H, m), 
2.63 (2H. t, J=7.4), 
2.87 (2H, t, J=7.4), 
3.82-4.00 (4H, m), 
4.21-4.24 (IH, m), 
5.19 (2H. dd, J= 

II. 7, 14.8), 
6.69-6.76 (2H, m), 
6.86 (IH, d, J=8.3), 
6. 97 (IH, dd, J= 7. 4, 
7.4), 7.26-7.31 (IH. 
m), 7.48 (IH, d. J= 
6.4) 
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41 
(R = B) 



42 
(R = H) 



43 

(R = Et) 



44 

(R = H) 




3- {3, 5- 7 o -4- 1 (2- p< 



3- {3; S'^Jyjl':^^ -4- [ (2- / 




3- {3, 5- >^ 7 :^ n -4- [ (2- fc" 



3- {3, 5- i;^ 7 ;v :t a -4- [ (2- f 



"m^m. 'HNMR: 1.24 
(3H, t, J=7.l), 2.45 
(3H, s), 2.58 (2H, t, 
J=7.7), 2.86 (2H. t, 
J=7.7), 4. 13 (2H, q. 
J=: 7.1), 5.12 (2H, 
s). 6,72-6,75 (2H, 
m), 7.17-7.38 (4H. 
m) 



84-85 ( ^ ^ ^ 

NMR: 2.45 (3H, s), 
2.55 (2H, t, J=7. 5), 
2.88 (2H, t, J=7. 5), 
5,13 (2H, s), 
6.73-6.76 (2H. m), 
7.18-7,26 (3H, m), 
7,37 (IH, d, J=7. 2), 



NMR: 1.24 
(3H, t, J= 7.1), 
1.52-1.58 (2H. m), 
1.64-1.71 (4H, m), 
2.58 (2H, t, J=7.7), 
2. B5-2.90 (6H, m), 
4,13 (2H, q, J=7. 1). 
5.21 (2H, s), 
6. 70-6. 77 (2H, m) , 
7.06-7.11 (2H, ra), 
7.26-7.31 (IH, m), 
7.57 (IH, J= 7. 5) 



ffl tfc > *H NMR: 
1.54-1.57 (2H, in), 
1.64-1,72 (4H, m), 
2,66 (2H, t, J=7. 6), 
2.85-2.91 (6H, m), 
5.22 (2H, s), 
6.73-6.79 (2H, in). 
7.06-7.12 (2H, ra), 
7.26-7.32 (IH, in), 
7. 57 (IH, d, J= 7. 5) 



45 
(R = B) 




3- (3. 5-e^ :7>ru:^ p -4- { [3- (4- 



NMR: 1.23 
(3H, t, J- 7.1). 2.57 
(2H, t, J=7.7), 2.86 
(2H. t, J=7.7), 3.81 
(3H, s), 4. 13 (2H. q, 
J= 7.1), 5.07 (2H. 
s), 6.71-6.74 (2H, 
m), 6.87-7.13 (7H, 
m), 7.25-7.36 
m) 



(IH, 
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[«8] 











46 

(R = H) 




3-(3,5- 7 >'W ;iJ- o 

"4-{[3-(4-^ h^'yy^^ 


S?^ IS > ® 

89-90 X: ( ^ 

NMR: 2.64 (2H, t, J= 
7.5), 2.87 (2H, t, J- 
7.5), 3,81 (3H, s), 
5.07 (2H. s), 
6. 72-6. 75 (2H, m) , 
6.87-7.13 (7H, m), 
7.26-7.31 (IH. m) 


47 

(R = Et) 




3-(4-{[3-(4-:J^no7ai/ 
^ ) V? :^ ^ 
i/) -3, 5-$^ >^ Z^:^ ny^i^:- 


fffi)K#)s *H NMR: L23 
(3H, t, J=7, 1), 2.57 
(2H, t, J=7.7), 2.86 
(2H, t, J- 7. 7), 4.13 
(2H, q, J=7. 1). 5.09 
(2H, s), 6.71-6.74 
{2H, m), 6.91-6.99 
(3H, in), 7.09 (IH. 
s), 7.18 (2H, d, J= 
7.6), 7.26-7.36 (2H. 
m) 


48 
(R = H) 


3-(4-{[3-(4-:J^ p D^m/ 

=^E- ) ^ ^ 


* 3£ . m^^ 

79-80 ( ^ ^ ^ 

;U ^ ^ f- V ) . »H 

NMR: 2.65 (2H, t. J= 
7.5), 2.87 (2H, t, J= 
7.5), 5.09 (2H. s), 
6.71-6.77 (2H, m), 
6.91-6.97 (3H, in), 
7.09 (IH, s). 7.18 
(2H, d, J= 7.6). 
7.26-7.36 (2H, m) 


49 




3- (3, 5- 7 :^ n 
-4-{[3-(7« h^'y ^ h ^ 


*H NMR: 1.23 
(3H, t, J=7. 1), 2.57 
(2H, t, J=7.7). 2.86 
(2H, t, J=7.7), 3,48 
(3H. s), 4.13 (2H, q, 
J= 7.1), 5.10 (2H, 
s), 5.18 (2H, s), 
6.71-6.75 (2H. m), 
6.98-7.14 (3H, m), 
7.25-7.30 (IH, m) 
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C*9] 



















Jft^^it^. *H NMR: 1.24 


50 






3" {3, S-i:^y/^:^u -4-[ (3- 1: 


(3H, t. J=7. 1), 2.58 
(2H, t, J=7. 5), 2.86 






o 




(2H, t. J=7. 5), 4. 13 










(2H, q, J=7.1)', 4.99 








(IH, s), 5.07 (2H, 








s), 6.71-6.81 (3H. 
Di), 6.89 (IH, d, J= 
2.0), 6.98 (IH, d, J= 
7.6), 7.20-7.26 (IH, 
m) 










^H NMR: 1.23 


51 






3-(4-{[3-(^>iJ' n-^dE^e/yU::^- 


(3H, t, J= 7.2), 










1.74-1.81 (2H, m). 






"7 y^:^ D "7 31 yu) ■t' d >' 


1.96-1.98 (IH, m), 
2. 57 (2H, t, J= 7. 6), 
2.86 (2H, t, J=7. 6), 
3.95-3.99 (IH, m), 
4. 13 (2H, q, J= 7. 2), 
4.20-4.35 (IH, m), 
5.09 (2H, s), 
6.71-6.74 (2H, m), 
6.85 (IH, dd, J=2.2, 
8.3), 6.95-7.01 (2H. 










m). 7.21-7.26 (IH, 










m) 








m-^m . *H NMR: 


52 




3-(4-{[3-(v'^ a---dei/;u:;^ 


1.26-1,60 (6H. m), 
1.74-1.81 (2H, m), 


(R - H) 






"T^ ✓ / /"^ J ^ " / 0| *J 


1. xj X. £i, \j£d \in, lit/. 






\>"7 /Ixr^o "7 oi yu) "7^ n z'? 


2.64 (2H, t, J=7.5), 
2. 87 (2H. t. J= 7. 5), 
3.95-3.99 (IH, m), 
4.23-4.26 (IH, m), 
5.09 (2H, s), 
6.70-6.77 (2H, m), 
6.85 (IH, dd, J= 1.7, 
8.0), 6.96-7.00 (2H, 
m), 7.21-7.28 (IH, 
m) 










ffl^fei^, ^H NMR: 1.23 


53 






3- (3, 5- i> 7 yl'Jt n -4- { [3- (4- 


(3H, t. J=7.l), 2.57 
(2H, t, J=7.6), 2.86 


(R = Et) 




o 




(2H, t, J=7.6), 4.13 








(2H, q, J=7. 1), 5.08 










(2H, s), 6.71-6.74 
(2H, m), 6.93-7.06 
(5H, m), 7.15 (IH, d, 
J= 7.7), 7.26-7.34 
(2H, m) 
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[*1 0] 











54 
(R = H) 






3- (3. S-i/y/^:tx2 -4- { [3- (4- 


82-83 X. (BlSk^^ 

NMR: 2.57 (2H, t, J= 
7.4), 2.88 (2H, t, J= 
7.4), 5.08 (2H, s), 
6.72-6.75 (2H. m). 
6. 91-7. 06 (5H, m) , 
7.15 (IH, d. J=7.6), 
7.26-7.34 (2H, m) 


55 
(R = Et) 




F 


3- (3, 5- y o -4- { [3- (4- 
:^ v^) >^ ^ - »3 V®^ 


ffi^Kft^ *H NMR: 1.23 
(3H, t, J=7. 1). 2.34 
(3H, s), 2.57 (2H, t, 
J=7.7), 2.86 (2H, t, 
J=7.7), 4.12 (2H, q, 
J= 7.1), 5.07 (2H, 
s), 6.71-6.73 {2H, 
m), 6.88-6.95 (3H, 
m), 7.06 (IH, d. J= 
1.8), 7.12-7.15 (3H, 
m). 7.26-7.32 (IH, 
m) 


56 
(R = H) 


3- (3. 5- i> 7 ^ n -4- { [3- (4- 

:t^'y]y^=^/^)y^^^^>^ 


^ ^ S . M »^ 
91-92 r ( ® ^ ^ 
jU — ^^-^l^), 'H 
NMR: 2.34 (3H, s), 
2.64 (2H, t, J=7.5), 
2.87 (2H, t, J=7.5), 
5.08 (2H, s), 
6.70-6.76 (2H, m), 
6.88-6.94 (3H, m) , 
7.06 (IH, s), 
7.12-7.15 (3H. m), 
7.26-7.32 (IH. m) 


57 

(R = Et) 




O 


3-(4-{[3-('>:^^ 

i>y/\^:tx:ty^=^M'fti/<y 


fftt^fe. ^H NMR: 1.23 
(3H. t, J= 7.1), 
1.55-1,70 (2H, ffl), 
1.75-1.96 (6H, m), 
2.57 (2H, t, J=7.7), 
2.86 (2H, t, J=7.7), 
4. 13 (2H, q, J=7. 1), 
4.73-4.79 (IH, m), 
5.09 (2H, s), 
6. 69-6. 76 (2H. m) , 
6. 83 (IH, dd, J= 2. 2, 
7.6), 6.94-6.98 (2H, 
m), 7.21-7.26 (IH, 
m) 
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58 

(R = H) 


o 


3-(4-{[3-(£/^' D^yf^yl/:^ 
:^^^')-<>^^^y^]:^-^S/}~3, 5- 


^ ^ @ iH NMR: 
1.55-1.69 (2H, m), 
L 76-1. 92 (6H, m), 
2.64 (2H, t. J=7, 5), 
2.87 (2H, t, J=7.5), 
4.75-4.79 (IH. m). 
5.09 (2H, s), 
6.68-6.77 (2H, m), 

6, 82 (IH, dd, J= 2. 4, 

7. 4) , 6, 94-6. 98 (2H, 
m). 7.21-7.26 (IH, 
m) 


59 

(R = Et) 


o 


yi-] V/} :7 :=! ;u) y p V 


ffti^l^. NMR: 1.23 

('XW + T— 7 1 ^ 9 1^7 

(2H, t, J=7.7), 2.86 
(2H, t, J=7.7). 4.12 
{2H. q. J=7.1), 5.13 
(2H, s), 6.71-6.74 
(2H, m), 6.88 (IH, d, 
J= 8.3), 6.97-7.14 
(2H, m). 7,23-7.29 
(2H, in), 7.39 (IH, 
dd, J= 7.8, 7,8), 
7.64-7.73 (IH, m), 


60 
(R = H) 


3- (3, 5- 7 :t- P -4- { [3- ( t:' 


Wl^m. *H NMR: 2.60 
(2H. t. J=7.2), 2.86 
(2H, t, J=7.2), 5.13 
(2H, s), 6.70-6.73 
(2H, m), 6.89 (IH, d, 
J= 8,3), 7.02-7.12 
(2H, m), 7.26-7.29 
(2H, m), 7.37 . (IH, 
dd, J= 7.8, 7.8), 
7.65-7.75 (IH, m), 
8.23-8.25 (IH, m) 


61 

(R = Et) 


0 


3- (3, 5- 5> 7 y^:^' n -4- ( [3- (3- 


imM. ^HNftlR: 1.23 
(3H. t. J=7. 1), 2.57 
(2H, t, J=7.7), 2.86 
(2H, t. J=7.7), 4, 12 
(2H, q, J=7. 1), 5.09 
(2H, s), 6.58 (IH, 
dd, J= 1.5, 3.3), 
6.71-6.74 (2H, m), 
6, 84 (IH, dd, J= 1.5, 
5.2), 6.95-7.01 (IH, 
m), 7.12-7.18 (2H, 
m), 7.23-7.32 (2H, 
m) 
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[mi 2] 











62 
(R = H) 


0 


3- (3, S-Jyj\^:tu --4- { [3- (3- 


« IS s . ia i« 

45-46 X: ( ®? 31 ^ 

t/. 'HNMR: 2.64 (2H, 
t. J=7.5), 2.87 (2H. 
t. J= 7. 5) . 5. 09 (2H, 
s), 6.58 (IH, dd, J= 
1,5. 3.2). 6.71-6.74 
(2H, m), 6.84 (IH, 
dd, J= 1.5, 5.2), 
6.97-7.04 (IH, m), 
7.12-7.17 (2H, m), 
7.24-7.32 (2H, m) 


63 
(R = Et) 




3- (3, 5-i^yjU:^n -4- { [3- (2- 


^'}k'J^ 'H NMR: 1 23 
(3H. t. J=7, 1), 2.57 
(2H, t. J=7.5), 2.86 
(2H, t. J=7.5). 4.12 
(2H. q. J=7. 1), 5.09 
(2H, s), 6.52-6.54 
(IH, m), 6.71-6.76 
(2H, m), 6.82 (2H, d, 
J= 2.6). 6.95-7.04 
(IH, in). 7.16-7.18 
(2H, m) , 7. 28-7, 34 
(IH. m) 


64 

(R = H) 


3- (3. 5- 7 P -4- { [3- (2- 


^H NMR: 2.65 
(2H, t, J=7.4), 2.86 
(2H, t, J=7.4), 5.09 
(2H, s), 6.53-6.54 
(IH, m), 6.71-6.78 
(2H, m). 6. 82 (2H, d, 
J= 2.6), 7.01-7.08 
(IH, m), 7.16-7.18 
(2H. m), 7.29-7.34 
(IH, m) • 


65 
(R = Et) 


o 


3-(4-{[3-(4-Tir^/L'7^ y 
:3eS/)^>-*:>>'U]:r^t^l-3. 5- 


mV^^s ^H NMR: 1.23 
(3H, t, J= 7.2). 
2. 55-2. 60 (5H, m) , 
2,86 (2H, t, J=7.4), 
4.12 (2H, q, J=7. 2), 
5.11 (2H, s), 
6.71-6.75 (2H. m). 
6.97-7.05 (3H, m), 
7.17 (IH, d. J=1.8), 
7.25-7.27 (IH, m), 
7. 38 (IH. dd. J= 7. 8, 
7.8), 7.94 (2H. d, J= 
8.9) 
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[*1 3] 

66 
(R = H) 



67 

(R = Et) 



68 

(R = H) 



69 

(R=Et) 



70 
{R = H) 




OR 




OR 



u 




3- (4- { [3- (4- r -fe ^ yi/ :7 oi y 



3- (3, 5- y JU :^ r2 
-4-{[3-(l, 3-^T>^-/l'-2--f 



97-99 t: ( ^ ^ 

NMR: 2.58 (3H, s), 
2.64 (2H, t, J=7.5), 
2.87 (2H. t, J= 7.5), 
5.12 (2H, s), 
6. 72-6. 76 (2H, m) . 
6.95-7.05 (3H, m), 
7.16 (IH, s), 
7.25-7.28 (IH, m). 
7. 39 (IH, dd, J= 7. 8, 
7. 8) , 7. 94 (2H, d, J= 
8.9) 



3- (3, 5- y ir 

-4- {[3- (1, 3-5" r V^-/U-2-H' 



3- (3, 5- :7 yu;^ o -4- { [3- (1- 
-t* 7 iy) ^ V ^//V'] :t 

S/} 7 :=! /U) 7" n 



3- (3, 5- v> 7 :t n -4- { [ 3- ( 1 - 

•:^ 7 ^ v') ^ v^/^] ^ 
=^i/)y:trL/i^)7'n/<:>-gg 



W^m. NMR: 1.23 
(3H, t, J=7. 1), 2.57 
(2H, t. J=7.7), 2.86 
(2H. t. J=7.7). 4.12 
(2H, q, J=7. 1), 5,14 
(2H, s), 6.71-6.75 
(2H, m), 6.82 (IH, d, 
J= 3.8), 7.23-7,26 
(2H, m), 7.35-7.44 
(3H, in) 



*H NMR: 2.62 
(2H, t, J=7.3), 2.86 
(2H, t, J= 7.3), 
5. 15 (2H, s) , 
6.71-6.74 (2H, m), 
6,83 (HI, d, J=3.8), 
7.21-7.44 (5H, m) 



(3H, 
(2H, 
(2H. 
(2H. 



t, J= 
% J= 



NMR: 
7.1), 
7.6), 
7. 6), 
7. 1), 



1,25 
2. 57 
2. 86 

4. 12 

5. 09 



(2H, s), 
(2H, 
(IH, 



(7H, 
(IH, 
(2H, m) 



m), 
in), 
m), 
m). 



6. 65-6. 78 

6. 91-7. 03 

7. 13-7, 65 
7. 85-7. 90 
8. 12-8. 26 



*H NMR: 2.63 
(2H, t, J=7.5), 2,86 
(2H, t, J=7.5), 5.09 



(2H, 
(2H, 
(IH, 
(7H, 
(IH, 



s). 
m), 
in), 
m), 
in), 



6. 63-6. 80 

6. 90-7. 01 

7. 15-7. 67 

7. 86-7. 90 
8. 17-8, 26 



(2H, m) 
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mi 4] 











71 

(R = Et) 


o 


3-{3-7/W;*-i3-4-[l-(3-7 3: 


Jft:ytt?s ^^MR: 1. 19 
(3H, t, J=7.5). 1.65 
(3H. d, J=6.3). 2.53 
(2H, J=7.2), 2.82 
(2H, t, J=7.2), 4, 11 
(2H. q, J=7.5), 5.72 
(IH, q, J= 6.3), 
6.69-6.77 (2H, m), 
6.84-7.00 (4H. m), 
7.06-7.38 (5H, m), 
7.57-7.62 (IH, m) 


72 
(R = H) 


3-{3-y/l':^u -4- [1- (3- y ^ 


?i -fe |p ^ V St 

128-130 'C (g^g?:r.^ 

NMR: 1.64 (3H. d, J= 
6.3), 2.60 (2H, t, J= 
7.8), 2.83 (2H, t, J= 
7.8), 5.72 (IH, q, J- 
6. 3) , 6. 70-6. 79 (2H. 
m). 6.85-6.98 (4H, 
m), 7.08-7.37 (5H, 
m), 7.58 (IH, dd, J= 
1.5, 7.5) 


73 
(R = Et) 




3- {3- >^ :^ n -4- [1- (2- 31 
y:s:.z=-)V\'fxi/< l/^:x:^)V 


?ftJtJ^ife^ NMR: 1.21 
(3H, t, J= 6.9). 1.64 
(3H, d, J= 6.6). 2.54 
(2H. t. J= 7.8). 2.83 
(2H, t, J=7.8), 4.11 
(2H, q, J= 6. 9) . 5. 24 
(IH, q. J= 6.9). 
6.69-6.77 (2H. m), 
6.86-6.98 (4H, m), 
7.05-7.12 (3H, m). 
7.28-7.34 (3H, in) 


74 
(R = H) 


6 


3- {3- 7 /I- P -4- 1 1- (2- -7 rc 


^H NMR: 1.64 
(3H, d, J= 6.6), 2.61 
(2H, t, J=7.8), 2.85 
(2H, t, J= 7.8), 5.25 
(IH, q, J= 6.6). 
6.70-6.78 (2H, m), 
6.86-6.99 (4H, m), 
7.05-7.12 (3H, m), 
7.30-7.34 (3H. m) 
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[^1 5] 



75 
(R = Et) 



76 
(R = H) 




3- (3- yjU:^n-4:'{ [2- (3->f 



3- (3- :7 /H^d- P -4- { [2- (3- >f 



ffl . *H NMR: 

1,20-1.25 (9H, m), 
2.56 (2H, t, J= 7.8), 
2.83-2.90 (3H, m), 
4.12 (2H. q, J= 7.2). 
5.21 (2H, s). 
6.75-6.99 (7H, m), 
7. 14 (IH. dd, J= 6. 6, 
7.5), 7.21-7.29 (2H, 
m), 7.60 (IH. d. J= 
6. 3) 



a . St 
85-86 X. ( ®^ ^ 
^l^_^def->-) , 1.23 
(6H, d, J= 6.9), 2.62 
(2H, t, J= 8.1), 
2.83-2.90 (3H, m), 
5.22 (2H, s), 
6.75-6.99 (7H, m), 
7. 13 (IH, dd, J= 7.5, 
7,5), 7.21-7.29 (2H, 
m), 7.60 (IH, dd, J= 
1.5, 7.8) 



77 
(R = Et) 



78 
(R = H) 



79 
(R = Et) 




OR 



3-(3-y/l-^D-4-{[2-(4-'Y 
i^/l'] ^ i/) -7 31 =1 /W) y n 



"i^'^m . 'H NMR: 
1.20-1.25 (9H, Di), 
2.56 (2H, t, J= 8. 1), 
2. 83-2. 92 (3H, m) , 
4.12 (2H, q, J=6.9), 
5.21 (2H. s), 
6.81-6.94 (6H, ra), 
7.09-7.27 (4H, m), 
7. 59 (IH, dd, J= 1. 2, 
7.5) 



3- (3- y Jl':tx2-4-{[2- (4- 4 



*H NMR: 1.24 
(6H, d, J= 6.9), 2.63 
(2H, t, J= 7.8), 
2.85-2.92 (3H, m), 
5.22 (2H, s), 

6. 82-6. 95 (6H, m) , 
7.10-7.26 (4H, m), 

7. 60 (IH, d, J= 7. 5) 




OR 



3-(3-7/W:^D-4-{[2-(2-:7 
/U:tr:i y 3^ / =^r v^) 



»H NMR: 1. 22 
(3H, t, J= 6.9), 2.56 
(2H, t, J= 8. 1), 2.86 
(2H, t, J= 8.1), 4.12 
(2H, q, J= 6.9), 5.19 
(2H, s), 6.81-7.05 
(8H, m), 7.11-7.29 
(2H, m), 7.60 (IH, 
dd, J= 1.2, 7.5) 
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[Si 6] 











80 
(R = H) 


o 


3- (3- 7 0-4- {[2- (2- 7 
:t ^ ) 7 a: ^'l^) y D y 


^ . St ^ 
88-89 ^ ( It ®^ ^ ^ 

/U ' ^ 1h ) . *H 

NMR: 2.63 (2H, t, J= 
7.5), 2,88 (2H. t, J= 
7.5), 5.20 (2H, s), 
6.81-7.32 (10H» m), 
7. 60 (IH, d, J= 7. 2) 


81 
(R = Et) 


0 

CH3 


3- (3- 7 ;u :^ n -4- { [2- (2--f V 


m ¥0 . *H NMR: 
1.20-1.27 (9H, m), 
2.57 (2H, t, J=7.8), 
2. 87 (2H, t, J= 7. 8) , 
3.29 (IH, m), 4.12 
(2H, q, J=7, 2), 5.26 
(2H, s). 6.71 (IH, d, 
J= 8.1), 6.80-6.92 
(4H, m), 7.06-7.36 
(5H, m). 7.59 (IH, d, 
J= 8. 4) 


82 

(R = H) 


3- (3-7/1^:^-0 -4- { [2- (2--1' V 


« . m^^ 

98-99 r: iw^m^"^ 

NMR: 1.23 (6H, d, J= 
6.9), 2.63 (2H, t. J= 
8. 1), 2.88 (2H, t, J= 
8.1), 3.28 (IH. m). 
5.27 (2H, s), 6.71 
(IH, d, J= 8.1), 
6.80-6.98 (4H, in), 
7.06-7.36 (5H, m), 
7. 59 (IH, d, J- 7. 5) 


83 

(R = Et) 


0 


3- (3-7/U:^ n -4- { [2- (3-7 /W 
i^) 7 31 :s /U) 7" n /^• 


mVz^. NMR: 1.22 
(3H, t, J=7.2), 2.56 
(2H, t, J=7.8), 2.86 
(2H, t. J=7.8), 4.12 
(2H, q, J=7.2), 5,15 
(2H, s), 6.64-6.97 
(7H, in), 7.18-7.34 
(3H, m), 7.61 (IH, d, 
J= 7. 3) 


84 
(R = H) 




3- (3-7 n -4~ { [2- (3-7 
:ari/)7 3i=i/U)7'p/^V®? 


81-82 (m^=^^ 

yU-^drf-V-). 'H 
NMR: 2.63 (2H, t, J= 
7.8), 2.87 (2H. t, J= 
7.8), 5.15 (2H, s). 
6. 63-6. 97 (7H, m) , 
7. 18-7. 34 (3H, m) , 
7.61 (IH. d, J=7.3) 
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mi 7] 











85 
(R = Et) 


0 

Xj^ or 

<> 

F 


3- (3- >^ ;u ;d- n -4- { [2- (4- y 


ft^Ktl, *H NMR: 1.22 
(3H, t, J= 7.2), 
2.57 (2H, t, J=7.8), 
2.86 (2H, t, J==7.8), 
4. 12 (2H, q, J=7.2), 
5.28 (2H, s), 
6.76-7.26 (lOH, m), 
7. 60 (IH. dd, J= 1. 2, 
7.5) 


86 

(R = H) 


3- (3- :t n -4- { [2- (4- 7 


* ^ ^ ^ ^ .-^ 
68-70 t: ( ^ ^ ^ 
/^--v:3ri^:x), »H 

NMR:' 2.64 (2H, t, J= 
7.8), 2.88 (2H. t, J= 
7.8). 5.29 (2H, s), 
6.76-7.24 (lOH, m), 
7. 60 (IH, d, J= 7. 5) 


87 
(R = Et) 




3-[3-7yU;d-D-4-({3-[4-( h 
i^] ^ e^>'^} t^) ^ - 


mWk. *H NMR: 1.23 
(3H, t, J=7.2), 2.57 
(2H, t, J=7.8), 2.88 
(2H. t, J=7.8), 4.12 
(2H, q. J=7.2), 5.10 
(2H. s). 6.85-7.05 
(6H, m), 7. 14 (IH, d, 
J=2. 1). 7.25 (IH, d, 
J= 6.9), 7.39 (IH, 
dd, J= 7.8, 7.8), 
7. 57 (2H, d, J= 8.7) 


88 
(R = H) 


3-[3-:7;U':;d-P-4-({3-[4-( h 


S a^e s m 
114-115^ 

NMR: 2.64 (2H, t, J= 
7.8), 2.89 (2H. t, J= 
7.8), 5.10 (2H, s), 
6. 85-7, 05 (6H, m) . 
7.14 (IH, s), 7.24 
(IH, d, J=6.6), 7.39 
(IH, dd, J= 7.8, 
7.8), 7.57 (2H. d, J= 
8.4) 
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[^18] 











89 
(R = Et) 




3- (3- [3- (4- y n 


I^W^. *H NMR: 0.95 
(3H, t, J=7.5), L23 
{3H, t, J=7.2), 1.63 
(2H, qt, J= 7.5, 
7.8), 2.57 (2H, t, J= 
7.8), 2.57 (2H, t, J= 
7.2), 2.88 (2H. t, J= 
7.2), 4. 12 (2H. q, J= 
7.2), 5.07 (2H, s), 
6.81-6.96 (6H, m). 
7.06 (IH, s), 
7.11-7.15 (3H, in), 
7, 31 (IH, dd, J= 7. 8, 
7. 8) 


90 

(R = H) 


3- (3-7 yl^:^ o -4- { [3- (4-y p 


« fa . S4 
83-84 X. {"^"^^"f 

>r^--^.:^i^^^), 
NMR: 0.95 (3H, t, J= 
7.8), 1.63 (2H, qt, 
J=: 7.8, 7.8), 2.57 
(2H, t, J=7.8), 2.64 
(2H, t. J=7.8). 2.88 
(2H, t, J=7.8), 5.07 
(2H, s) , 6. 82-6. 97 
(6H, m), 7.06 (IH, 
s), 7.12-7.15 (3H. 
m), 7.31 (IH, dd, J= 
7.8, 7.8) 


91 

(R = Et) 


o 


3-(4-{[3-(3, 4-i^^ uuy 

y ^i^)^y'JJi^]:^^'y)-^- 


M^ms 'H NMR: 1.23 
(3H, t, J=7.2), 2.57 
(2H, t, J=7.2), 2.88 
(2H, t, J=7,2), 4.12 
(2H, q, J=7.2). 5.09 
(2H. s), 6.83-6.97 
(5H, m), 7.07-7.10 
(2H, m), 7.21-7,26 
(IH. m), 7.35-7,40 
(2H, m) 


92 
(R = H) 




3-(4~{[3-(3, 4-e^tJ' P P 731 
/ =5riX)-<>'v^y^']^=^v')-3- 
7 o 7 31 /U) y P 


fin ^ fa . it 

ioi-io3t: (gm^^ 

fV--^^^ :y) , ^H 
NMR: 2.64 (2H, t, J= 
7.5), 2.89 (2H, t, J= 
7.5), 5.09 (2H, s), 
6.83-6.97 (5H, m), 
7.07-7.10 (2H. in), 
7.21-7.26 (IH, m), 
7.35-7.40 (2H, m) 
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[«1 9] 









1^5 14 -r—^* 


93 
(R = Et) 


o ^ 

0 


3-{4~[(3»5-v?^ b=3e'v'-<:/i; 


Jft^t^J^, 'H NMR: L23 
(3H. t, J=7. 1 Hz). 
2.57 (2H. t, J=7.7 
Hz), 2.87 (2H, t, 
J=7. 7 Hz), 3,79 (6H, 
s), 4.12 (2H, q, 
J=7. 1 Hz). 5.06 {2H, 
s), 6.40 (IH, t, 
J=2. 2 Hz), 6.58 (2H, 
d, J=2. 2 Hz), 
6.82-6.97 (3H, m) . 


94 
{R = H) 


3-{4-[(3.5-v?y h^^^iX-^ve; 


e -fe ^ ^ 14 

109-110 t: (gt®?^ 

^^-^l^)', »H 

NMR: 2.64 (2H, t, 
J=7. 6 Hz). 2.88 (2H, 
t, J=7.6 Hz). 3.79 
(6H. s), 5.06 (2H, 
s), 6.41 (IH, t, 
J=2.3 Hz), 6.58 (2H, 
d, J=2. 3 Hz) , 
6.83-6.98 (3H, m). 


95 


K ■ 

0 


3-{4-[(3, 5"i^inh:3j^^>-<:/v? 
/U) =^ v^] -3-7 /l^::^ D 7 3: 


e 6 ^ ^ > m 

41-42 x: (§^^^^ 

JX^ — ^^-^ . 'H 
NMR: 1.23 (3H, t, 
J=7, 1 Hz). 1.39 (6H. 
t, J=7.0 Hz). 2.57 
(2H, t, J=7.7 Hz), 
2.86 (2H. t, J=7. 7 
Hz), 4.01 (4H. q, 
J=7. 0 Hz), 4. 12 (2H. 
q, J=7. 1 Hz). 5.04 
(2H, s). 6.39 (IH, t. 
J=2.2 Hz). 6.56 (2H, 
d. J=2.2 Hz). 
6.81-6.96 (3H, m). 


96 
(R = H) 


3-{4-[{3, %-^/:x.Y^'y-<l^i^ 
yl^) :t =^ i^'] -3-7 /U:^ D 7 m 


e fe ^ f0 . m 

93-95 °C 

yl.^^dei^>') , »H 
NMR: 1,39 (6H, t, 
J=7.0 Hz), 2.64 (2H, 
t, J=7.6 Hz), 2.88 
(2H, t, J=7.6 Hz), 
4.01 (4Hr q, J=7.Q 
Hz), 5.04 (2H, s). 
6.39 (IH, t, J=2. 3 
Hz). 6.56 (2H, d. 
J=2.2 Hz). 6.82-6.98 
(3H, m). 
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[^2 0] 





m7&^ 






97 
(R = Et) 


CH3 t^,;4s.^^x-Y 

0 


3-7/^:tn-4-[(2,4,6-h y ?^ 


m . NMR: 
1.27(3H, t. J=7.2), 
2.27 (3H, s). 2.37 
(6H, s), 2.59 (2H, t, 
J=7.5), 2.89 (2H, t, 
J=7.5). 4.13 (2H, q, 
J= 7.2), 5.04 (2H, 
s), 6,85-7.06 (4H, 
m) 


98 

(R = H) 


3-7/1^:^-0-4- [(2, 4, 6- h y ;^ 


M *S f0 . » 

124-125 *C(g^S^::i^^ 

^ ^ dr i^ ) , 
NMR: 2.28 (3H, s) . 
2.37 (6H, s). 2.66 
(2H. t, J=7.2), 2.91 
(2H, t. J=7. 2), 5.04 
(2H, s). 6.85-7.09 
(5H, m) 


99 
(R = Et) 


0 


3- [4-(l, 3— < / y - 


fflJt^l^, 'H NMR: L23 
(3H, t, J=7. 1 Hz), 
2.57 (2H, t, J=7.6 
Hz), 2.87 (2H, t, 
J=7.7 Hz), 4.12 (2H. 
q, J=7, 1 Hz), 5.00 
(2H, s). 5.96 (2H, 
s), 6.77-6.96 (6H. 
m). 


100 
(R = H) 


3~[4-(l,3-^://t^:t^y- 
/W-5--</U^ h^r£/)-3-7/U:t 
n7 3in/U]yn/'?vK 


a ^ )e s . sfi 

137-138 *C {^^=^ 
^;U--^^^y) . »H 
NMR: 2.65 (2H, t, 
J=7. 6 Hz) , 2. 89 (2H. 
t, J=7.6 Hz), 5.00 
(2H, s), 5.96 (2H, 
s), 6.77-6.98 (6H, 
m). 
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m2 1] 











101 
(R = Et) 


o / II ^ 

o 


3-[4-(l, 3-^ >^ y ^ ^ y - 

/w-4--f ^^V)-3-7;^/^ 


ffijy^fe, NMR: L23 
(3H, t, J=^7. 1 Hz), 
2.57 (2H. t, J=7.7 
Hz). 2.87 (2H. t, 
J=7.7 Hz). 4. 12 (2H, 
q, J=7. 1 Hz), 5.09 
(2H, s), 5.99 (2H, 
s) , 6. 80-6. 98 (6H, 
m). 


102 

(R = H) 




e ^0 . m ^ 

131-133 V (g^^^ 

^/U .^f->-)s *H 

NMR: 2.64 (2H, t, 
J=7. 6 Hz)., 2. 89 (2H, 
t, J=7.6 Hz). 5.10 
(2H. s), 5.99 (2H, 
s), 6.77-6.99 (6H, 
m). 


103 
(R = 
MeOCH2) 




3-(3-'7/u;d-D-4-{[3-(;>< 


?ftJt^1^, 'H NMR: 1.23 
(3H3 t. J=7. 1 Hz). 
2.57 (2H, t, J=7. 7 
Hz), 2.87 (2H, t. 
J=7.7 Hz), 3.48 (3H, 
s), 4. 12 (2H. q, 
J=7. 1 Hz). 5.08 (2H, 
s), 5.18 (2H, s), 
6.79-7.12 (6H. m). 
7.26-7.32 (IH, in). 


104 
(R = H) 


3-{3-7/i^;i-o-4-[(3-li 


fb'Jj^m. 41 NMR: 1.23 
(3H, t. J=7. 1 Hz), 
2.57 (2H, t, J=7. 6 
Hz), 2.87 (2H, t, 
J=7. 6 Hz), 4. 12 (2H, 
q, J=7. 1 Hz), 4.83 
(IH, brs), 5.07 (2H, 
s), 6.76-6.99 (6H, 
m), 7.21-7.26 (IH, 
m). 
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[S2 2] 









4901 nt ' ■ ■ Af 


105 
(R = t-Bu) 




3-(4-{[3-(2-tert-7' h ^ v' 
:t * e/) -3-7 yw:;^ o 7 3: ^1 yu) 


fftjKtJx *H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
L48 (9H. s), 2.57 
(2H, t, J=7.7 Hz). 
2.87 (2H, t, J=7, 7 
Hz), 4.12 (2H, q, 
J=7. 1 Hz), 4.52 (2H, 
s), 5.08 (2H, s), 
6. 79-7. 05 (6H, m) , 
7.26-7.31 (IH, m). 


106 
{R = H) 


(3- {[4- (3-^ h=3ev/--3-;i-=^y 
T'P f;P)-2-:7/l^:^n 711:. / 


s fa . m 

72-74 t: (B^g&^f- 
/u^^^f-y), ^H 

NMR: 1.23 (3H, t, 
J=7. 1 Hz), 2.59 (2H, 
t, J=7. 5 Hz), 2.87 
(2H, t. J=7.5 Hz), 
4,12 (2H, q, J=7. 1 
Hz), 4.68 (2H, s), 
5.11 (2H, s), 
6.80-6.98 (5H, m), 
7.06 (IH, d, J=7.6 
Hz), 7.31 (IH, t, 
J=7. 9 Hz) . 


107 




^ y / U ] =^ ) - 3- 7 
D :7 oi /U) y P /-^ 


a B B% . it 
150-151 x: (m^=^ 
^yu-^:^f-:/), 'H 
NMR: 2.68 (2H, t, 
J=7. 1 Hz), 2.90 (2H, 
t, J=7. 1 Hz), 4.63 
(2H, s), 5.22 (2H, 
s), 6.60 (IH, s), 
6.69 (IH, t, J=8. 3 
Hz), 6.77 (IH, d. 
J=9. 3Hz), 6.90-6.97 
(2H, m), 7,04 (IH, d, 
J=7.4 Hz), 7,33 (IH, 
t, J=7.7 Hz). 
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[^2 3] 









TXl IX / ^ 


108 
(R = Et) 


0 


3- (3-7 y^;^- n -4- { [3- {2-:t^ 


NMR: 1.23 
(3H, t, J=7.1 Hz), 
2.28 (3H, s), 2.57 
(2H, t. J=7.7 Hz)> 
2.87 (2H, t, J=7. 7 
Hz), 4.12 (2H, q, 
J=7. 1 Hz). 4.55 (2H, 
s), 5.08 (2H, s), 
6.76-7.09 (6H. in), 
7.27-7.33 (IH, m). 


109 
(R = H) 


3- (3- 7 D -4- { [3- (2-:^ =^ 


e rfS . B 

83-85 "C (SIfS?^^ 
/V — ^^-^y) . *H 
NMR: 2,28 (3H, s), 
2.65 (2H, t, J=7.5 
Hz), 2.89 (2H, t. 
J=7.5 Hz), 4.54 (2H, 
s), 5.09 (2H, s), 
6.81-6.99 (5H. m), 
7.05 (IH, d, J=7.6 
Hz), 7.30 (IH, t, 
J=7. 8 Hz) . 


110 
(R = Et) 


u 

0 


3-[3-7>'W;^o-4-({3-[2-(^ 


jftit^il^J, ^H NMR: 1.23 
(3H. t, J=7. 1 Hz), 

2.58 (2H, t, J=7.6 
Hz), 2.84-2.93 (5H, 
m). 4.12 (2H. q, 
J=7. 1 Hz), 4.50 (2H. 
s), 5.09 (2H, s), 

6.59 (IH, brs), 
6.83-7.09 (6H, m) , 
7.32 (IH, t. J=7.9 
Hz). 


111 
(R = H). 


3- [3- y/Uitxn-^-i {3- [2- ( ^ 


e > It 

134-136 "C {m^=^ 
^/U— vr^rf-^), *H 
NMR: 2.66 (2H. t, 
J=7. 2Hz), 2.86-2.93 
(5H. m). 4.38 (2H, 
s), 5.10 (2H, s), 
6.69 (IH, brs). 
6.78-6.90 (4H, m), 
6.98 (IH, dd, J=2. 0, 
12.3 Hz), 7.07 (IH, 
d, J=7.6 Hz), 7.32 
1 (IH, t, J=7. 9 Hz) 
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[*2 4] 











112 
(R = Et) 


0 


3-[4-({3-[2-(i^ ^ ^yl^T ^ 


'H NMR: 1.23 
(3H, t, J=7.1 Hz), 
2.57 (2H, t, J=7.7 
Hz)> 2.87 (2H, t; 
J=7.7 Hz), 2.98 (3H, 
s), 3,09 (3H, s). 
4.12 (2H. q, J=7. 1 
Hz), 4.69 (2H, s), 
5.08 (2H, s), 
6.82-7.06 (6H, m), 
7.26-7.32 (IH. m). 


"113 
(R = H) 


3-[4-({3-[2-(i>7< ^yl^T ^ 


*S a . B M, 
178-179 x: (SS^^ 
^ji^^-^^-^y). 'H 

NMR: 2.64 (2H, 
J=7. 3 Hz), 2.88 (2H, 
t, J=7. 3 Hz), 2.99 
(3H, s), 3.09 (3H, 
s), 4.60 (2H, s), 
5.09 (2H, s), 
6. 79-6. 98 (5H, m) , 
7.05 (IH. d, J=7.6 
Hz), 7.26-7.32 (IH. 
m). 


114 

(R = Et) 


O 


3- (4- { [3- (2-r 5 y -2-::^ =^ V 


e Jig fp . m M 

86-87 X: (g^ffi^^ 
— »H 
NMR: 1.23 (3H, t, 
J=7. 1 Hz), 2,58 (2H, 
t, J=7.6 Hz), 2.88 
(2H, t, J^7.7 Hz), 
4.12 (2H, q, J=7. 1 
Hz), 4.51 (2H, s), 
5.09 (2H, s), 5.60 
(IH, brs), 6.54 (IH, 
brs), 6.80-7.00 (4H, 
m), 7.04 (IH, s), 
7.09 (IH, d. J=7.6 
Hz), 7.33 (IH, t, 
J=7. 9 Hz) . 
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[^2 5] 



115 
(R=H) 



H,N 



o 



3- (4- { [3- {2-T ^ / -2-:t ^ y 



6 IS . St 

120-121 

— ^^ihy). *H 

NMR (DMSO-i^) : 2.51 
(2H, t, J=7. 5 Hz), 
2.75 (2H. t, J=7. 5 
Hz), 4.42 (IH, s), 
4.64 (IH, s), 5.10 
(2H, s), 6.83-7,17 
(6H, m). 7.25-7.35 
(IH, m), 7.38 (IH, 
brs), 7.53 (IH. 
brs), 12.78 (IH. 
brs). 



116 




O^CHj 



3-(3->^yU':^a~4-l[3-(7« 



(3H. t, J= 
2.57 (2H, 
Hz). 2.87 
J=7.7 Hz), 
s), 4.12 
J=7.1 Hz), 
s). 5.14 
6.65 (IH, 
Hz), 6.71 
6. 84-6. 96 
7.12 (IH, 
Hz), 7.30- 
m). 



NMR: L23 
=7.1 Hz), 
t, J=7.7 
(2H, t, 
3.46 (3H, 
(2H, q, 
5.02 (2H, 
(2H, s), 
t, J=2.2 
(IH, s), 
(6H, m), 
t, J=7.4 
7.37 (2H, 



117 
(R = Et) 




3-{3-7yU;fn-4-[(3-t Kn 
5/ ] 7 oi :=! / u } r a / ®& 



^H NMR: 1.26 
(3H, t, J=7. 2 Hz), 
2.57 (2H, t, J=7.6 
Hz), 2.87 (2H, t, 
J=7,6 Hz), 4.12 (2H, 
q, J=7. 1 Hz), 5.01 
(2H, s), 5.11 (IH, 
s), 6.41 (IH. t, 
J=2.2Hz), 6.60-6.65 
(2H, m), 6.80-7.16 
(6H, in), 7.31-7.38 
(2H, fli). 
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[S2 6] 











118 
(R = H) 


OH 

O 


3-{3-7>'W':^n-4-[(3-e Kn 


e ^ . m ^ 

172-173 (gt®&^ 

^/l^ .^-^l^), >H 

NMR: 2,48 (2H, t, 
J=7.5 Hz), 2.73 (2H, 
t. J=7.5 Hz), 5.03 
(2H, s), 6.28 (IH, t. 
J=2. 1 Hz), 6.47 (IH, 
s), 6.58 (IH, s), 
6.91-7.16 (6H, m), 
7.38 (2H, t, J-8.0 
Hz), 9.67 (IH, s), 
12.08 (IH, brs). 


119 
(R = Et) 


O 


3-{3-:7/Ux}-n'-4-[(3-7< 


M^4^s NMR: 1.23 
(3H, t, J=7. 2 Hz) , 
2.57 (2H, t, J=7.7 
Hz), 2.87 (2H, t. 
J=7.7 Hz), 3.77 (3H, 
s), 4.12 (2H, q, 
J=7.2 Hz), 5.03 (2H, 
s), 6.50 (IH, t, 
J=2.3 Hz), 6.65 (IH, 
s), 6.74 (IH, s), 
6.81-7.04 (5H, m), 
7.08-7.17 (IH, m), 
7.30-7.38 (2H, ra). 


120 

(R = H) 


3-{3-:7>'U:^n-4-[(3-;^ h 


e *S . MM. 
94-96 X: mWt:^.^ 
— ^ ^ 1^ ) , *H 
NMR: 2.64 (2H, t, 
J=7. 5 Hz), 2.89 (2H, 
t, J=7.5 Hz), 3,77 
(3H. s), 5.04 (2H, 
s), 6.50 (IH, t, 
J=2.3 Hz), 6,65 (IH, 
s), 6.74 (IH, s), 
6. 83-7. 04 (5H, m) , 
7.12 (IH, t. J=7.4 
Hz), 7.34 (2H, t, 
J=8.0 Hz). 
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[M2 7] 



121 
(R = Et) 



122 
(R = H) 



123 

(R = Et) 




9 CH, 




I II 




OR 



3-{4-[(3-J. b^v/-5-7a:y 



NMR: 1. 23 
(3H, t, J=7.2 Hz)» 
1.38 (3H, t, J=7.2 
Hz), 2.57 {2H, t, 
J=7.7 Hz), 2.87 (2H, 
t, J=7.7 Hz), 3.99 
(2H. q, J=7.2 Hz), 
4.12 (2H, q, J=7.2 
Hz), 5.03 (2H, s), 
6.48 (IH, t, J=2. 3 
Hz), 6.64 (IH, s), 
6.73 (IH, s), 
6. 81-7. 03 (5H, m) , 
7.08-7.14 (IH, m), 
7.29-7.37 (2H, m) . 



3- {4- [(3-^ V^i/'^-y :xlJ 



»H 

(3H. t, J= 
2.64 (2H, 
Hz), 2.88 
J=7.7 Hz), 

J=7. 1 
(2H. s), 6. 
J=2.3 Hz), 
s), 6.73 

6. 83-7. 03 

7. 08-7. 18 
7. 29-7. 36 



NMR: 1.38 
=7.1 Hz), 
t, J=7.7 
(2H, t, 
3.99 (2H, 
Hz), 5.03 
48 (IH, t, 
6.64 (IH, 
(IH, s), 
(5H, m) . 
(IH, m), 
(2H. m). 



3-{3-7yU::^n-4-[(3-^ 
JU) v-] y 31 ^.Jl'] yviy<y 



>H NMR: 1.23 
(3H, t, J=7, 1 Hz), 
1.30 (6H, d, J=6, 1 
Hz), 2.57 (2H, t, 
J=7.7 Hz), 2.87 (2H, 
t. J=7,7 Hz), 4.12 
(2H, q, J=7. 1 Hz), 
4. 50 (IH, septet, 
J=6.1 Hz), 5.02 (2H, 



s), 6.47 
J=2.2 Hz), 
s). 6.71 
6. 81-7. 03 
7.11 (IH, 



(IH, t, 
6.62 (IH, 
(IH, s). 



(5H, 

t, J= 



m), 

7.4 



Hz), 
m). 



7.29-7.36 (2H, 
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124 
(R = H) 


O 


3-{3-:7/u;j-o-4~[(3->r yy 


e ^ . SI 
84-85 t: m'^^^f 

NMR: 1.30 (6H, d. 
J=6. 1 Hz), 2.64 (2H. 
t, J=7.5 Hz), 2.88 
(2H, t, J=7.6 Hz), 
4. 50 (IH, septet. 
J=6. 1 Hz), 5.02 (2H. 
s), 6.47 (IH. t, 
J=2.2 Hz). 6.62 (IH, 
s), 6.71 (IH, s), 
6.85-7.16 (6H, m), 
7.28-7.39 (2H. m). 


125 
(R = Et) 


o 


3-{4-[(3-y h^i:/-5-7a: y 


W^m. ^H NMR: 0.95 
(3H, t, J=7.4 Hz), 
1.23 (3H. t, J=7. 1 
Hz), 1.38-1.53 (2H, 
ra), 1.68-1.78 (2H. 
ni), 2.57 (2H, t, 
J=7. 7 Hz). 2.87 (2H, 
t, J=7.7 Hz), 3.92 
(2H, t, J=6.5 Hz), 
4,12 (2H. q, J=7.1 
Hz). 5.03 (2H, s), 
6.49 (IH, t, J=2.2 
Hz), 6.63 (IH, s), 
6.73 (IH, s). 
6.81-7.14 {6H. m). 
7.29-7.37 (2H, m). 


126 

(R = H) 


3-{4-[(3-y h^v^~5-y 
:3|r ^ i:^ /U ) :t ^ v' ] -3- 7 
CI 7 a: :::^/^} 7" P 


e ig ii . 

73-74 (g^^:^^ 
— ^H 
NMR: 0.96 (3H, t, 
J=7.4Hz), 1.39-1.53 
(2H, m), 1.68-1.78 
(2H, m), 2.64 (2H, t, 
J=7.6 Hz), 2.88 (2H. 
t, J=7.6 Hz), 3.92 
(2H, t, J=6.5 Hz), 
5.03 (2H, s), 6.49 
(IH, t, J=2.2 Hz), 
6.63 (IH, s), 6.73 
(IH. s), 6.82-7.14 
(6H. m), 7.30-7.36 
(2H. m). 
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127 
(R = t-Bu) 


O^OOjR 

0 


3-{4-{[3-(2-tert-:/ h ^ 

)V 


^HNMR: 1.23 
(3H, t, J=7.1 Hz). 
L46 OH, s), 2.57 
(2H, t, J=7.7 Hz), 
2.87 (2H, t, J=7.7 
Hz), 4. 12 (2H, q, 
J=7.1 Hz), 4.47 (2H, 
s). 5.02 (2H, s), 
6.47 (IH, t, J=2.3 
Hz), 6.68 (IH, s), 
6.72 (IH, s), 
6.80-7.05 (5H. m), 
7.08-7.16 (IH, m), 
7.30-7.37 (2H. m). 


128 
{R = H) 


(3- { [4-(3-:x: h =3^ -V'-S-:!}-:^ y 
t:V^)-2-7/^:?^^ y zx^ J 


I^W^. ^H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.59 (2H, t, J=7.4 
Hz), 2.87 (2H, t. 
J=7. 5 Hz) , 4. 12 (2H, 
q, J=7. 1 Hz), 4.63 
(2H, s), 5.06 (2H, 
s), 6.51 (IH, t, 
J=2.3H2), 6.52-7.21 
(8H, m), 7.30-7.41 
(2H, ra). 


129 


O'^OOjH 

o 


3-(4-{[3-(:^yt'2K# V7< Y-^ 


e 3$ . w ^ 

122-124 (Sl^^^ 

^/U'-^:^i^-V)> >H 

NMR: 2.69 (2H, t. 
J=7. 1 Hz), 2,90 (2H, 
t, J=7. 1 Hz). 4.60 
(2H, s), 5.13 (2H, 
s). 6.39 (IH. s), 
6.53 (IH. t, J=2.3 
Hz). 6.66-7.18 (7H, 
m), 7,33-7.39 (2H, 
m). 
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130 
(R = Et) 


O'^CXDNHCHj 

o 


3-[3- 7 n -4- ( {3- [2- ( / 


e *g B% ^ m ^ 

95-96 (gt^:i^^ 

NMR: 1.23 (3H, t, 
J=7. 1 Hz) , 2. 58 (2H, 
t, J=7.6 Hz), 
2.85-2.91 (5H, m), 
4.12 (2H, q. J=7,l 
Hz), 4,45 (2H, s), 
5.03 (2H, s), 6.48 
(IH. t. J=2.3 Hz), 
6.55 (IH, brs), 6.72 
(IH, s); 6.75 (IH, 
s), 6.85-7. 19 (6H, 
m), 7.33-7.39 (2H, 
m). 


131 
(R = H) 


^'[3-yj\^:t^ -4- ( {3- [2- ( ;^ 


e . MM. 
153-154 X: 
^yl^— .^ih^-), 'H 
NMR: 2.66 (2H, t, 
J=7. 1 Hz) , 2. 87-2. 93 
(5H. m), 4" 29 (2H, 
s), 5.04 (2H, s), 
6.42 (IH, s), 6.48 
(IH, t, J=2. 2 Hz), 
6.64 (IH, brs), 6.72 
(IH. s). 6.77-7.21 
(6H, m). 7.34-7.41 
(2H, m). 


132 
(R = Et) 


O^CON(CH3)z 

o 


3-[4-({3-[2-(v^;^ ^yUT ^ 
y )-2-:d-=3^ y :r. h =^i/]-5- 
31 7 ^ ^U] 


W^^. *H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.57 (2H, t, J=7.7 
Hz), 2.87 (2H, t, 
J=7.7 Hz). 2.97 {3H, 
s), 3.05 (3H, s), 
4.12 (2H, q, J=7. 1 
Hz), 4.65 (2H, s). 
5.02 (2H, s), 6.53 
(IH, t. J=2.2 Hz), 
6,68 (IH, s), 6.76 
(IH, s), 6,84-7.13 
(6H, in), 7.31-7.37 
(2H. m). 
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133 
(R = H) 




3-[4-({3-[2-(i;'^ ^J\^r ^ 

7 3i / ^ i> ;u ) :t =^ 
V ) -3- 7 /W:^ 0 7 :t /U] 7" P 


S . a 

158-160 (S^^^ 
^yu — .=^r1^y)> 
NMR: 2.64 (2H, t, 
J=7.3 Hz), 2.88 (2H, 
t, J=7.3 Hz), 2.98 
(3H, s), 3.05 (3H. 
s), 4.56 (2H, s). 
5.03 (2H, s), 6,51 
(IH, t, J=2. 2 Hz), 
6.57 (IH, s), 6.68 
(IH. s), 6.78-7.16 
(6H. m), 7.32-7.38 
(2H, m). 


134 

(R = Et) 




3- {3, 5-v>7^W^ci"4-t(3-'l' 


JSiyt^t^. 'H NMR: 1.02 
(6H, d, J=6.6). 1.23 
(3K. t, J= 7.1), 
2.03-2.12 (IH, in), 
2.57 (2H, t, J=7. 7), 
2.86 (2H, t, J=7.7), 
3.73 (2H, d, J=6.6). 
4.13 (2H, q, J=6.6), 
5.09 (2H, s), 
6.70-6.76 (2H, m), 
6.85 (IH, dd, J= 1.7, 
7.5), 6.99-7.01 (2H, 
Di), 7.22-7.27 (IH, 
m) 


135 
(R = H) 


3- ( 3, 5- "7 :t P -4- [ (3->< 

y:/ h:^^^/-^:/^;?^^):^^:^] 

7 


^^fa^. ^H NMR: 1,02 
(6H, d, J= 6.7), 
2.03-2.12 (IH. m), 
2.64 (2H, t, J=7.5), 
2.87 (2H, t, J=7.5). 
3.73 (2H, d, J=6.6), 
5.10 (2H, s), 
6. 70-6, 77 (2H, m) , 
6.86 (IH, dd, J= 2.5, 
8.2), 6.97-7.01 (2H, 
fli), 7.22-7.27 (IH, 
m) 
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136 
{R = Et) 


o 


3-(4-{[3-( y ^ ^ 


NMR: 1.23 
(3H. t, J=7.1 Hz), 
2.57 (2H, t, J=7.7 
Hz), 2.87 (2H, t, 
J=7.7 Hz), 4.12 (2H. 
q, J=7. 1 Hz), 5.02 
(2H. s), 5.03 (2H, 
s), 6.56 (IH, t, 
J=2.2 Hz). 6.67 (IH, 
s), 6.82-7.03 (6H, 
in), 7.07-7.17 (IH, 
m), 7,30-7.44 (7H, 
m). 


137 

(R = H) 


3-(4-{[3-( -< V 'J' ^ 
:3!r } -3- 7 ^ n 7 31 /W) y 


e ^ ^0 . su ^ 

73-75 X. m^^'T 

NMR: 2.64 (2H. t, 
J=7.6 Hz). 2.89 (2H, 
t, J=7.6 Hz), 5.02 
(2H. s), 5.03 (2H, 
s), 6.56 (IH, t, 
J=2.2 Hz), 6.66 (IH, 
s). 6.82-7.02 (6H, 
m). 7.07-7.16 (IH, 
m), 7.29-7,41 (7H, 
m). 


138 
(R = Et) 


0 


3- (3- 7 ;^ P -4- { [3- 7 31. 7 

^ e/-5- (2- >^ 31 r:: h i/) 
e^^yw] i/} 31 ;U) >^ 


'H NMR: 1.25 
(3H, t, J=7.2 Hz), 
2.59 (2H, t, J=7.7 
Hz), 2.89 (2H, t, 
J=7.7 Hz), 3.09 (2H, 
t. J=7.2 Hz), 
4.10-4.19 (4H, m), 
5.04 (2H, s), 6.51 
(IH, t, J=2.1 Hz), 
6.66 (IH, s), 6.76 
(IH, s), 6.84-7.09 
(5H, m), 7. 13 (IH, t, 
J=7, 5 Hz), 7.24-7.39 
(7H, m). 



wo 2005/051373 



PCT/JP2004/017996 



286 



[«3 3] 



139 
(R = H) 



140 





3-(3-7>'U;a-P-4-{[3->^3^ y 



3'-(4-{[3-(2-{[tert- ^ 

yu-] ^ ) -3- 7 yU':^ D 7 31 ^ 



71-73 (Btig^^ 

yU ^ ^ ) , iH 

NMR: 2.64 (2H, t, 
J=7. 6 Hz) , 2. 88 (2H, 
t, J=7.6 Hz), 3.06 
(2H, t, J=7.2 Hz). 
4.13 (2H, J=7.2 
Hz), 5.02 (2H, s), 
6.49 (IH. t, J=2. 1 
Hz), 6.64 (IH, s). 
6.73 (IH, s), 
6.85-7.02 (5H, m). 
7.11 (IH, t, J=7.4 
Hz), 7.22-7.36 (7H, 



'H NMR: 0.08 
(6H, s), 0.89 (9H, 
s), 1.23 (3H. t, 
J=7.2 Hz), 2.57 (2H, 
t, J=7. 7 Hz), 2.87 
(2H, t, J=7. 7 Hz). 
3.91-4. 02 
4.12 (2H, 

5. 03 
(IH. 

6. 64 



Hz), 
6. 51 
Hz), 

6. 74 
6.81- 

7. 11 
Hz), 
m). 



(4H, m), 

q, J=7.2 
(2H, s), 
t, J=2.1 
(IH, s), 
(IH, s), 
-7. 03 (5H, ra) . 
(IH. t, J=7,5 
7.30-7.36 (2H, 
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141 
(R = Et) 



142 
(R = H). 



143 
(R = Et) 




NhCOOBu-t 





3- (3- 7 :^ P -4- { [3- (2- fc 



3- (3- 7 /l^ ^ o -4- { [3- (2- t 



3~{4-[(3-{2-[(tert-7' h ^ 
::^-^>^]-3->^/^:^ D a: ::i 



(3H. t, I 
1.94 (IH, 
Hz). 2.57 
J=7.7 Hz), 
t, J=7, 
3. 90-3. 96 
4. 05 (2H, 



NMR: 1.23 
=7.1 Hz), 
t, J=6.0 
(2H, t, 
2.87 (2H, 



(2H, 
5.03 
(IH, 
6.67 
(IH, 



(2H. 
t, J 
(IH. 
s), 



7 

(2H, 
m), 
=7.2 
s). 
=2.1 
s). 



Hz), 
m), 
4. 12 
Hz), 
6. 50 
Hz), 
6. 76 



(5H. m), 7. 
J=7.5 Hz), 
(2H, m). 



6. 84-7. 04 
13 (iH, t, 

7. 31-7. 38 



*H NMR: 2.64 
(2H, t, J=7.5 Hz), 
2.88 (2H, t, J=7. 5 
Hz), 3.91-3.96 (2H, 
m). 3.99-4.04 (2H, 
m), 5.04 (2H, s). 6.50 
(IH, t, J=2. 1 Hz), 
6.66 (IH, s), 6.70 
(IH, s), 6.81-7.03 
(5H, m), 7.12 (IH, t, 
J=7.4 Hz), 7.34 (2H, 
t, J=8.0 Hz). 



»H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
1.44 (9H, s), 2.57 
(2H, t, J=7.6 Hz), 
2.87 (2H, t, J=7.6 
Hz), 3.43-3.57 (2H, 
m). 3.97 (2H, t, J=5. 1 
Hz), 4.12 (2H, q, 
J=7. 1 Hz). 4.94 (IH, 
brs), 5.02 (2H, s), 
6.47 (IH, t, J=2.2 
Hz), 6.66 (IH, s), 
6.72 (IH, s), 
6.84-7.03 (5H, m), 
7.13 (IH. t, J=7.4 
Hz), 7.31-7.38 (2H, 
m). 
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144 
(R = H) 


^NHCOOBu-t 

c 


> 


3-l4-[(3-{2-[{tert- >^ h ^ 

v']-3-7/i-:t n 7 n 


}ft:t^#/, 'H NMR: 1.44 
(9H, s), 2.64 (2H, t. 
J=7.3 Hz), 2.88 (2H, 
t, J=7.3 Hz), 3.47 
(2H, brs), 3.92 (2H, 
brs), 4.98 (IH, brs). 
5.05 (2H, s), 6.46 
(IH, s). 6.64 (2H, s), 
6.85 (2H, s), 
6.93-7.04 (3H, m), 
7.10-7.16 (IH, s), 
7.32-7.38 (2H, m). 


145 


0 


3-(4-{[3-(2-T ^ / h :3!r 


e ^-s . m 

182-183 (S^^^^ 
^HNMR 

(DMSO-^/g): 2.76 (2H, 
t, J=7. 1 Hz), 
3.13-3.26 (2H, m). 
4.08-4.20 (2H, m), 
5.12 (2H, s), 6.55 
(IH, s), 6.71 (IH, s), 
6.83 (IH, s), 
6.94-7.22 (6H, m), 
7.43 (2H, t, J=7. 8 
Hz), 7.94 (3H, brs). 


146 
(R = Et) 




o 


3~{4-[(3, 5-i>:7:n y :^iy-< 
V? yu- ) :t =^ ] 73- 7 n 

7 en /L' } p /'^ 5^/^ 


mV^^. 41 NMR: 1.23 
(3H, t, J=7. 1 Hz), 
'2.57 (2H. t. J=7.7 
Hz), 2.87 (2H, t, 
J=7.7 Hz), 4. 12 (2H, 
q, J=7. 1 Hz), 5.01 
(2H, s), 6.60 (IH, t, 
J=2.2 Hz), 6.79 (2H, 
d, J=2.2 Hz), 
6.83-7.15 (9H, m), 
7.30-7.37 (4H, m) . 


147 

(R = H) 


3-{4-[(3, 5-e^7ai y ^^f-e/^ 

> / 1/ ) 7^ =^ ] - 3 - "7 / U P 


e 6 IS ^ m 

108-109 x: (msk^"^ 

^^f->^) JHNMR: 
2.64 (2H, t, J=7. 6 
Hz), 2.88 (2H, t, 
J=7.6 Hz), 5.01 (2H, 
s). 6.60 (IH, t, 
J=2.2 Hz), 6.79 (2H, 
d, J=2.2 Hz), 
6.82-7.15 (9H, m), 
7.29-7.37 (4H, m). 
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148 

(R = Et) 



3- (3- 7 :^ P -4- { [3- (2- 4 



?S 4^ X 
1.19-1.29 
2. 57 (2H, 

Hz), 2.87 
J=7.7 Hz), 



'H NMR: 
(9H, m). 
t, J=7.7 

(2H. t, 
3.26 (IH, 



149 
(R= H) 




septet, J=6. 9 Hz), 
4.12 (2H, q, J=7.2 
Hz), 5.06 (2H, s), 
6.79-7.01 (6H, m), 
7.09-7,18 (3H. m). 
7.29-7.38 (2H, m) . 



3- (3- y;U:^x2-i-{ [3- (2- 



150 

(R = Et) 



3- (3- :7 x^ n -4- 1 [3- (3- 



151 
(R= H) 




3-(3-:7>'U'P^D-4-{[3-(3-^ 



6 «s a . St ^ 

51-52 (gf®?^^ 
/U— ^=5rf-^/),>HNMR: 
1.21 (6H, d, J=6.9 
Hz), 2.64 (2H, t, 
J=7.7 Hz), 2.89 (2H, 
t. J=7.7 Hz), 3,26 
(IH, septet, J=6. 9 
Hz), 5.06 (2H, s), 
6.83-7.00 (6H. m), 
7.09-7.18 (3H, m), 
7.29-7. 36 (2H. m). 



ffl > 'H NMR: 

1.20-1.29 (9H, m), 
2.57 (2H, t, J=7.7 
Hz). 2.84-2.93 (3H, 
m), 4.12 (2H, q, J=7. 2 



Hz), 5.07 (2H, 

6. 77-7. 00 (7H, 
7.09 (IH, s), 
(IH, d. J=8.1 

7. 21-7. 26 (IH, 
7. 32 (IH, t, 
Hz). 



s), 
m), 
7.15 
Hz), 
m), 
J=7.8 



& ^ )e . m 

63-64 X: m^^f- 
/U-^:i|f.f.>.) NMR: 
1.23 (6H, d, J=6.9 
Hz), 2.64 (2H, t. 
J=7.7 Hz), 2.83-2.93 
(3H, m), 5.08 (2H, s), 
6.77-7.00 (7H, m), 
7.08 (IH, s). 7.15 
(IH, d, J=8.1 Hz), 
7. 21-7. 26 (IH, m) , 
7.33 (IH. t, J=8.0 
Hz). 
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152 
(R = Et) 



m ^ s *H NMR: 
1.16-L28 (9H, m). 
2.57 (2H, t, J=7.7 
Hz), 2.84-2.96 (3H. 
m) , 4. 12 (2H, q, J=7. 2 
Hz), 5.07 (2H, s), 
6.82-6.96 (6H, m), 
7.07 (IH, s), 7. i2- 
7.20 (3H, m), 7.31 
(IH, t, J-7. 8 Hz) 



153 
(R = H) 



154 
(R = Et) 




155 
(R = H) 



3-(3-7yU7i-p-4-{[3-(4--f 



3-(3-7;U:tn-4-{[3-(2-7 



3- (3- 7 yl^ n -4- { [3- (2- 7 



S ^ ^ . M ^ 

85-86 mW.^^f' 
y^^^de-f*v)/HNMR: 
1.25 (6H, d, J=6,9 
Hz), 2.64 (2H, t, 
J=7. 7 Hz), 2.85-2.96 
(3H, m). 5.07 (2H. s), 
6.82-6.98 (6H, m). 
7.07 (IH, s), 
7.12-7.21 (3H, m), 
7.31 (IH, t, J=7.8 
Hz). 



jffilKtl. 'H NMR: 1.23 
(3H, t, J=7,2 Hz), 
2.57 (2H, t, J=7. 7 
Hz), 2.87 (2H, t, 
J=7.7 Hz), 4.12 (2H. 
q, J=7.2 Hz), 5.07 
(2H, s), 6.82-6.99 
(4H, m), 7.00-7.24 
(6H, m), 7.32 (IH. t, 
J=8. 1 Hz) 



fi s ^ 

72-73 'C 

;U^^:^f->-),iHNMR: 
2.64 (2H, t, J=7.7 
Hz), 2.89 (2H, t, 
J=7.7 Hz), 5,08 (2H, 
s) , 6. 83-6. 98 (4H, 
m), 7.02-7.22 (6H, 
ra). 7. 32 (IH. t. J=7.8 
Hz). 
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156 
(R = Et) 


O 


3-(3->';i-;rp-4-{[3-(3-7 
yu:^ p 7 31 y £/) ^ e;?;^] 

:t =3?- ) -7 rc ^ yu) :/ n V 


?6:t^^^ 'H NMR: 1.23 
(3H, t, J=7.1 Hz), 
2.57 (2H, J=7.7 
Hz), 2.87 (2H, t. 
J=7.7 Hz), 4.12 (2H, 
q, J=7, 1 Hz), 5.09 
(2H, s), 6.68 (IH, dt, 
J=2. 1, 10.2 Hz), 
6.75-7.02 (6H, m), 
7.11 (IH, s), 
7. 19-7.39 (3H, m) . 


157 
(R = H) 


3- (3- yjU:^u-4-'{ [3- (3- 7 


e ft ^ ft . ^ 

61-62 x: m^=^^ 

jU-^^^y),^\{ NMR: 
2.64 (2H, t, J=7.7 
Hz), 2.89 (2H, t, 
J=7.7 Hz), 5.08 (2H, 
s). 6.83-6.98 (4H, 
m), 7.02-7.22 (6H, 
m), 7.32 (IH, t, J=7.8 
Hz). 


158 

(R = Et) 




3-{4-[(3-J^ h^v/-2-7< 


ift:tfetl> ^H NMR: 1.23 
(3H, t, J=7.2 Hz), 
1.47 (3H, t, J=7.0 
Hz), 2.57 (2H, t, 
J=7.7 Hz), 2.87 (2H, 
t, J=7.7 Hz), 3.89 
■(3H, s), 4.05-4.16 
(4H, m), 5.15 (2H, s), 
6.84-7.08 (6H, m). 


159 
(R = H) 


0 


3-{4-[{3-:i:- h:3S^>^-2-y 
-O' i> ) :^ ^ ] -3- 7 


e X wi ^ 
93-95 ng^m^f- 

;i,_^df.^>.)/H NMR: 
L47 (3H, t, J=7. 1 
Hz), 2.65 (2H, t, 
J=7.6 Hz), 2.89 (2H, 
t, J=7.6 Hz), 3.89 
(3H. s), 4.09 (2H, q, 
J=7. 1 Hz). 5.15 {2H, 
s), 6.86-7.08 (6H, 
m). 
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[S3 9] 











160 

(R = Et) 




3- (3- :7 :t n -4- { [3- (4- y 


?ftlt^#?. »H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.57 (2H, t, J=7.6 
Hz). 2.87 (2H, t, 
J=7. 6 Hz), 4. 12 (2H, 
q, J=7. 1 Hz). 5.07 
(2H, s), 6.84-7.09 
(9H, m). 7.15 (IH, d, 
J=7.5 Hz), 7.32 (IH, 
t. J=7. 8 Hz). 


161 
(R = H) 


3- (3- 7 /l- Pt- a -4- { [3~ (4- 7 
yu:^ p 7 a: / iX) -< >^ 


e . m 
108-108 v (m^^'f- 

yU-^df.i^y),*HNMR: 
2.65 (2H, t, J=7.6 
Hz), 2.89 (2H. t, 
J=7.6 Hz), 5.07 (2H. 
s). 6.82-7.08 (9H, 
m), 7. 15 (IH, d, J=7.4 
Hz). 7.32 (IH. t, 
J=7.8 Hz). 


162 
(R = Et) 


0 


3- (3- 7 /I- :^ n -4- { [3- (4- ^ 
:3*r v^) 7 31 y n y-? 


m-^^. 'H NMP: 1.23 
(3H, t. J=7. 1 Hz), 
2.57 (2H. t, J=7.7 
Hz), 2.88 (2H. t, 
J=7.7 Hz), 4, 12 (2H, 
q, J=7. 1 Hz), 5.08 
(2H, s), 6.08-6.97 
{6H, m), 7.07 (IH. s). 
7.18 (IH, d, J=7.7 
Hz), 7.26-7.39 (3H, 
in). 


163 

(R = H) 


3- (3- 7 :^ n -4- { [3- (4- ^ 

P P 7:ii / :^V/)^>'V^>'^]:^ 

^v^)7 3ir=.yl')yp/'?>^^ 


e s a ^ m 
119-119 x: (g^g?^^ 

yl— ^^f-^) JH NMR: 
2.65 (2H. t, J=7.6 
Hz). 2.89 (2H, t, 
J=7. 6 Hz), 5.08 (2H, 
s), 6.82-6.98 (6H, 
m), 7.07 (IH, s), 7.18 
(IH, d, J=8.4 Hz), 
7.26-7.40 (3H, m). 
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[S40] 



164 
(R=Et) 



3- (3- yjU^u-A-i [3- (4- p< 



' 165 
{R = H) 



, >H NMR: 1.23 
(3H, t, J=7. 1 Hz). 
2,57 (2H. t, J=7.7 
Hz), 2.87 (2H, t, 
J=7.7 Hz). 3.81 (3H, 
s). 4.12 (2H, q, J=7, 1 
Hz). 5.06 (2H, s), 
6.78-7.03 (9H, m), 
7.11 (IH. d, J=7.7 
Hz), 7.26-7.32 (IH. 
m). 



3-(3-:7>'U:^n-4-{[3-(4-;^ 
^^i/]y3^:=-/u)yu/<ym 



e & *s . St 

89-91 V (gf®&^^ 
v.^f-V),^H NMR: 
2.65 (2H, t, J=7. 6 
Hz), 2.89 (2H, 
J=7.6 Hz). 3.81 (3H, 
s), 5.06 (2H. s). 
6,78-7.03 (9H, m), 
7.11 (IH. d, J=7.6 
Hz), 7.26-7.32 (IH, 
m). 



166 
(R = Et) 



167 
(R = H) 



3- (3- -7 ;^ D -4- { [3- (2- 7< 
^/uyzny:^iy)^:yi:^j\^]:t 




Jftl^i^. HI NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.22 (3H, s), 2.57 
(2H, t, J=7.7 Hz), 
2.87 (2H, t, J=7.7 
Hz), 4.12 (2H. q. 
J=7. 1 Hz), 5.06 (2H. 
s), 6.74-7.00 (6H, 
m). 7.03-7.20 (3H, 
Dj), 7,24-7.35 (2H, 
m). 



3- (3- >^ ;^ o -4- { [3- (2- 7< 
^ )vy :x. J ^'y)^VJ' 
^i/\yzc.^)V)':t\i/<i^WL 



e 1^ *s H% . it 

53-54 r (g^ffi:^^ 
;>^^def-v),'H NMR: 
2.22 (3H, s), 2.65 
(2H. t, J=7.5 Hz), 
2.89 (2H, t. J=7. 6 
Hz). 5.06 (2H, s). 
6.77-7.01 (6H, m), 
7.02-7.22 (3H, m). 
7.23-7.35 (2H. m). 
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[^4 13 

168 
(R = Et) 



169 
.(R = H) 



170 
(R = Et) 



171 

(R = H) 




3- (3- 7 ;W :t n -4~ { [3- (3- ?^ 



3- (3- :7 /V. P -4- { [3- (3- ;^ 



3- (3- :7 /U ;a- n -4- { [3- (4- 7« 



3- (3- 7 >'U 5j- a -4- { [3'-(4- ;^ 



ffli^i^, NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.33 (3H, s), 2.57 
(2H, t, J=7. 7 Hz), 
2.87 (2H, t, J=7. 7 
Hz), 4.12 (2H, q, 
J=7. 1 Hz), 5.08 (2H, 
s), 6.75-7.01 (7H, 
m). 7.08 (IH, s), 
7.11-7.26 (2H, m), 
7.33 (IH, t, J=7.9 
Hz). 



6 ^ ^ . m 

65-67 "C (g^^^^ 
yU^^dE-ih>-)/HNMR: 
2.33 (3H, s), 2.64 
(2H, t, J=7.6 Hz), 
2.89 (2H, t, J=7.6 
Hz), 5.08 (2H, s), 
6.75-7.00 (7H, m), 
7.08 (IH, s), 
7.12-7.25 {2H, m), 
7.33 (IH. t, J==7.9 
Hz). 



(3H, 



^H NMR: 1.23 
J=7. 1 Hz), 



2.34 {3H, s), 2.57 
(2H. t, J=7.7 Hz), 
2.87 (2H, t, J=7.7 
Hz), 4.12 (2H, q. 
J=7, 1 Hz), 5.06 (2H, 
s), 6.79-6.98 (6H, 
m), 7.05 (IH, s), 7. 14 
(3H, d, J=8.0 Hz), 
7.31 (IH, t, J=7.8 
Hz). 



e rfg . m 

102-103 V m^^^i" 

;l^w-^di^i^;x)/HNMR: 
2.34 (3H. s), 2.64 
(2H, t. J=7,6 Hz), 
2.89 (2H. t, J-7. 6 
Hz), 5.07 (2H, s), 
6. 83-6. 98 (6H. in) , 
7.05 (IH, d, J=1.9 
Hz). 7.14 (3H, d, 
J=8.3 Hz), 7.31 (IH, 
t. J=7.9 Hz). 
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K4 2] 



172 
(R = Et) 



173 
(R = H) 



Jtftife. »H NMR: 1.23 
(3H. t, J=7.2 Hz), 
2.21 (3H, s), 2.57 
(2H, t, J=7.8 Hz), 
2.86 (2H, t, J=7.8 
Hz). 4.12 (2H, q, 
J=7.2 Hz), 5.02 (2H, 
s), 6.76 (IH, d, J=8.2 
Hz), 6.92-7.17 (8H, 
Di), 7.30-7.37 (3H, 
m). 



e fa . m 

94-95 X: 

yU-^:^i^:/).'HNMR: 
2,22 (3H, s), 2.64 
(2H, t, J=7.7 Hz), 
2.88 (2H, t, J=7.7 
Hz), 5.02 (2H, s), 
6.77 (IH, d, J=8. 2 
Hz), 6,93-7.20 (8H, 
m), 7.29-7.37 (3H, 
in). 



174 



3-(4-{[3-(;< h^'y^ 

i^) ^ >- v^/U] i/) '-3-7< ^ 



, »H NMR: L24 
(3H, t, J=7. 1 Hz), 
2.26 (3H, s), 
2.55-2.61 (2H, m), 
2.86 (2H, t, J=7.5 
Hz), 3.49 (3H, s), 
4. 13 (2H, q, J=7. 1 
Hz), 5.03 (2H, s). 
5.19 (2H, s), 6.78 
(IH, d, J=8.2 Hz), 
6.94-7.00 (3H, ra), 
7.08 (IH. d, J=7.6 
Hz), 7.13 (IH, s), 
7.26-7.32 (IH, m) . 



175 
(R = Et) 



3-{4-[(3-t: h*r3^i/^yi^ 



^H NMR: 1.24 
(3H, t, J=7.1 Hz), 
2.26 (3H, s), 2.58 
(2H, t, J=7.8 Hz), 
2.86 (2H, t, J=7.8 
Hz), 4.13 (2H, q. 
J=7. 1 Hz), 4.84 (IH, 
s), 5.01 (2H, s), 
6.75-6.80 (2H, tn), 
6.90-7.00 (4H, m), 
7.21-7.27 (IH. m). 
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[S4 3] 











176 
(R = H) 


o 


3-{4-[(3-t Kn ^^i^'^^"^:^ 

/U) ^^]-3- 7« ^/l- :7 :n 


e jr$ f0 . ffi ^ 
110-111 x: (gtg&^^ 

/W— ^1^y) JHNMR: 
2.26 (3H, s), 2.65 
(2H, t, J=7.7 Hz), 
2.88 (2H, t, J=7.7 
Hz), 5.02 (2H, s), 
6.76-6.79 (2H. m), 
6.90-7.01 (4H, m), 
7.22-7.28 (IH, m). 


177 
(R = Et) 


0 


yi^ ) :^ =^ V/ ]-3- ^ v'U' 


W^m. *H NMR: 1.24 

('iU + T=7 1 U7) 

\on, tj J 1.1 lie*/ , 
1.34 (6H, d, J=6.1 
Hz), 2.26 (3H, s), 
2.57 (2H, t. J=7.8 
Hz), 2.86 (2H. t, 
J=7.8 Hz), 4. 13 (2H, 
q, J=7,l Hz), 4.56 
(IH, septet, J=6. 1 
Hz). 5.01 (2H, s), 
6.77- 6.85 (2H, m). 
6. 94-7. 00 (4H, m) , 
7.23-7.30 (IH, m). 


178 

(R = H) 


3-{4-[(3-^ yyxJ-^^i^^ 

y:^:^Myu^<ym 


e ^ ^ ^ §4 .fe 
78-79 X: (mB=^'^ 

^\^—^^i-y),^[\m^: 

1.34 (6H, d, J=6.1 
Hz), 2.27 (3H, s), 
2.65 (2H. t, J=7.7 
Hz). 2.88 (2H, t, 
J=7.7 Hz). 4.56 (IH, 
septet, J=6. 1 Hz), 
5. 02 (2H, s) . 
6.78-6.85 (2H, m), 
6.96-7.01 (4H, m), 
7.24-7.30 (IH, m). 



wo 2005/051373 



PCT/JP2004/0 17996 



297 



[^4 4] 



179 
(R = Et) 



3- {4- [(3-^ h^l^-<:yi^ 



{3H, 
1.42 

Hz), 
2. 58 
Hz), 



180 
(R = H) 




*H NMR: 1.24 
t, J=7. 1 Hz), 
(3H, t, J=7. 1 

2.26 (3H. s), 
(2H, t, J=7, 7 
2. 86 (2H. t, 
J=7.7 Hz), 4.05 (2H. 
q, J=7. 1 Hz), 4,13 
(2H, q, J=7. 1 Hz). 
5. 02 (2H, 
6. 76-6. 86 (2H, 

6. 94-7. 00 (4H, 

7. -26-7.31 (IH, m). 



s), 
m), 
m), 



OR 



3- {4- [(3-^ h^'y^^^i^ 
>'U)^^rv']~3-^^;U>^3i 



a s . m 

96-97 X: m^^^ 

1.42 (3H, t. J=7.0 

Hz), 2.27 (3H, s), 

2.65 (2H, t, J=7.7 
Hz), 2.88 (2H, t, 

J=7.7 Hz). 4.05 (2H. 



q, J=7.0 
(2H, s), 

(2H, m), 
(4H, m). 
(IH, m). 



Hz), 5.03 
6. 77-6. 86 
6. 95-7. 01 
7. 25-7. 31 



181 

(R = Et) 




OR 



3-(4-{[3-(i/ ^ D --vc^f-e/ 
n ) -O' V? yu ] ^ 



^H NMR: 1.24 
(3H, t, J=7. 1 Hz), 
1.28-1.68 (6H. m), 
1.70-1.88 (2H, m), 
1.92-2.08 (2H. m). 
2.26 (3H, s), 2.57 
(2H, t. J=7.8 Hz). 
2.86 (2H, t, J=7.8 
Hz), 4.13 (2H. q 
J=7. 1 Hz). 4.21-4.26 
(IH, m). 5.01 (2H. s), 
6. 76-6. 86 (2H. m) , 
6.94-7.00 (4H, m). 
7.23-7.29 (IH, m). 
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[^4 5] 











182 
(R = H) 






^ *s . m 

99-100 V (B^SS^^ 
;t^^^:^f-y) JHNMR: 
1.23-1.65 (6H, m), 
1.72-1,88 (2H, ra). 

1.94- 2.07 (2H, m), 
2.27 (3H. s). 2.65 
(2H, t, J=7.7 Hz), 
2.88 (2H, t, J=7. 7 
Hz), 4.20-4.30 (IH, 
m), 5.02 (2H, s), 
6.77-6.88 (2H, m), 

6.95- 7.01 (4H, m), 
7.23-7.29 (IH, m). 


183 


O 




m'^^. 'H NMR: 0.98 
(3H, t, J=7.3 Hz), 
1.24 (3H, t, J=7. 1 
Hz), 1.45-1.55 (2H, 
m), 1.72-1.82 (2H, 
m), 2.26 (3H, s), 2.57 
(2H, t, J=7.8 Hz). 
2.86 (2H. t. J=7.8 
Hz), 3.97 (2H, t, 
J=6.5 Hz), 4. 13 (2H. 
q, J=7.J Hz), 5.02 
(2H, s), 6.76 - 6.86 
(2H, m). 6.94-7.00 
(4H, in), 7.24-7.30 
(IH, m). 


184 
{R = H) 




0 ^ )g ii . m 

75-76 (@^^^^ 
^U-^=^f->') NMR: 
0.98 (3H, t. J=7.4 
Hz), 1.43-1.63 (2H, 
m), 1.72-1,82 (2H, 
ra), 2.27 (3H, s), 2.65 
(2H, t, J=7.7 Hz), 
2.88 (2H, t, J=7. 7 
Hz). 3.97 (2H. t, 
J=6,5 Hz), 5.02 (2H, 
s), 6,78- 6.86 (2H, 
m), 6.96-7.01 (4H, 
m), 7.25-7.31 (IH, 
ra). 
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[«4 6] 



185 
(R = Et) 



186 
(R = H) 




OR 



3- (3-^ ^/W-4-{[3-(2-^ 



3-(3-pt ^yU-4-{[3-(2-^ 



»H NMR: 1.24 
(3H, t, J=7.1 Hz), 
2.26 (3H, s), 
2.54-2.60 (6H, m), 
2.78-2.89 (4H, m), 
3.72-3.76 (4H, m), 
4,08-4.17 (4H, m), 
5.02 (2H, s), 6.77 
(IH, d, J=8. 2 Hz), 
6.83-6.87 (IH, m), 
6.93-7.03 (4H, m), 
7,28-7.31 (IH, m). 



e ^ . m 

98-99 °C 

yU— ^drf-:/)/HNMR: 
2,05 (3H. s), 
2.61-2.70 (6H, m), 
2.79-2.88 (4H, m), 
3. 72-3. 76 (6H, m) , 
5.12 (2H, s), 6.37 
(IH, brs), 6.73-6.79 
(2H. m), 6.96-7.00 
(3H, m), 7,20-7.26 
(IH, m). 



187 
(R = Et) 



3-{4-[(3-:x b^i^^yj 



H,c o' 



188 
(R = H) 




m-^^. 'H NMR: 1.23 
(3H, t, J=7. 1 Hz). 
1,41 (3H, t. J=6.9 
Hz), 2.57 (2H, t, 
J=7.6 Hz), 2.87 (2H, 
t, J=7. 6 Hz), 4.04 
(2H, q, J=6.9 Hz), 
4,12 (2H, q, J=7, 1 
Hz), 5.08 (2H, s), 
6.82-7,00 (6H, m), 
7.24-7.30 (IH, m). 



OR 



3-{4-[(3-:3:. h^y-<yi^ 

;a-^^']-3-:7;u:t n 



fi ^ It s s m 

100-101 x: (st^^^ 

1.41 (3H, t, J=7.0 
Hz), 2.64 (2H. t, 
J=7. 6 Hz), 2.88 (2H, 
t, J=7. 6 Hz), 4.04 
(2H, q, J=7,0 Hz), 
5.09 (2H, s), 
6.83-7.00 (6H, m), 
7.24-7.30 (IH, m). 
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[*4 7] 



189 

(R = Et) 



3-{3- y^;u:^-n~4-[(3~-f 




>H NMR: L23 
(3H. t, J=7. 1 Hz), 
L33 (6H, d, J=6. 1 
Hz), 2.57 (2H. t, 
J=7.7 Hz). 2.87 (2H, 
t, J=7.7 Hz), 4.12 
(2H, q. J=7.1 Hz). 
4. 56 (IH, septet, 
J=6. 1 Hz). 5.07 (2H, 
s), 6.80-6.98 (6H, 
m), 7.23-7.29 (IH, 
m). 



190 

(R = H) 



3-{3-7;W:t o-4-[(3-^ 



e ^ a > a 

59-60 V m^=^f' 

1.33 (6H, d, J=6.0 
Hz), 2.64 (2H, t. 
J=7.6 Hz), 2,89 (2H, 
t, J=7.6 Hz), 4.56 
(IH, septet, J=6.0 
Hz), 5.08 (2H, s), 
6.82-6.98 (6H, m), 
7.24-7.29 (IH, m) . 



191 
(R = Et) 



3- (3- yjU^^^ti -4- { [3- (2- 

V) ^ >- v^/l^] :t^i^]y=^ 
- yu) y a l^Wt^'^J^ 



192 
(R = H) 




f^Vtm. NMR: 1.23 
(3H, t, J=7. 2 Hz). 
2.54-2.60 (6H, m). 
2.80 (2H, t, J=5.7 
Hz). 2.87 (2H, t, 
J=7.8 Hz). 3.72-3.76 
(4H, m), 4.08-4.16 
(4H. m), 5.08 (2H, s), 
6.82-7.02 (6H, m), 
7.25-7.31 (IH, m). 



3- (3-^^/1^:^0-4- {[3- (2 
$/)-<:/i>/^]:t^^^l7a: 



e Ji*- ii > ^ 
101-102 v (m^^'f 

2.61-2.79 (6H. m), 

2. 80-2. 89 (4H, m) , 

3. 69-3. 77 (6H, m) , 
5.12 (2H, s), 6.25 
(IH, s), 6.66 (IH. t, 
J=8.4 Hz). 6.77-6.86 
(2H, m), 6,95-7.03 
(2H, m), 7.23-7.29 
(IH, m), 
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[«4 8] 



193 
(R = Et) 



194 
(R = H) 



195 
(R = Et) 



196 
(R = H) 




3-{4-[(3-y h^V-ii^i^ 
7 a — yl/ ) 7' a ®J ^ ^ 




3- {4- [(3-:/ h ^ v^^^^v? 



NMR: 0.97 
(3H, t, J=7.4 Hz), 
1.23 (3H, t, J=7, 1 
Hz), 1.40-1.56 (2H, 
Di), 1.71-L83 (2H, 
m), 2.57 (2H, t, J=7. 7 
Hz), 2.87 (2H, t. 
J=7.7 Hz). 3.97 (2H. 
t, J=6. 5 Hz), 4.12 
(2H, q, J=7.1 Hz), 
5.08 (2H, s), 
6. 82-6. 99 (6H, m) , 
7.23-7.30' (IH, m). 



3- (3- "7 :^ n -4- { [3- (2- 



3-(3-y/U3}-n-4-{[3-(2- 



e fe ^ > ^ 

;U^^:^r4h:x),iH NMR: 
0.97 (3H, t, J=7.4 
Hz), 1.42-1.56 (2H, 
m), 1.71-1.81 (2H, 
m), 2.61-2.67 (2H, 
m) , 2. 89 (2H, t, J=7. 6 
Hz), 3.97 (2H. t. 
J=6.5 Hz), 5.08 (2H, 
s), 6.83-6.99 (6H, 
m), 7.24-7.30 (IH, 
m). 



»H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.57 (2H, t, 7.7 Hz), 
2.87 (2H, t, J=7.7 
Hz), 3.45 (3H, s), 
3.73-3.77 (2H. m), 
4.08-4.16 (4H, m). 
5.08 (2H, s). 
6.78-7.02 (6H. m), 
7.24-7.30 (IH, m). 



e fe s s a 

62-63 X: (g^gg^^ 
jU--^^i-y),'H NMR: 
2.64 (2H, t, 7.5 Hz), 
2.88 (2H, t, J=7. 5 
Hz), 3.45 (3H, s), 
3.73-3.77 (2H, m), 
4.08-4.12 (2H, m), 
5.09 (2H, s), 
6.84-7.02 (6H, m), 
7.24-7.30 (IH, m). 
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[^4 9] 



197 
(R = Et) 



198 
(R = H) 



199 
(R = Et) 



200 
(R = H) 




OR 




OR 



3-(4-{[3-(e/ ^ n^^i^ 
P ^ ) -< V ] 



3-(4-{[3-(i/ ^ xn^^i^ 

i/)-:^-y fv^xiy x.^^'jv) 



3- (3- 7 ;^ n -4- { [3- (:/ 



3-(3-7y^;^p-4-{[3-(y 
u /<-2-'Y >'-l-^ 



m-^m. NMR: 
(3H. t. J=7, 1 
1. 30-1. 66 
1.70-1.87 
1.91-2.04 
2. 57 (2H, 
Hz), 2.87 
J=7.7 Hz), 
q, J-7. 1 

4. 20-4. 30 (IH. 
5. 07 (2H, 
6. 82-6, 98 (6H, 
7.22-7.28 (IH, 



1.23 
Hz), 
(6H. m), 
(2H, ra). 
(2H, m), 
t. J=7.7 
(2H, t, 
4.12 (2H. 
Hz), 
m). 
s), 
m). 
m). 



e s ^0 . m !^ 

86-87 "C mm^'f' 

1.23-1.71 (6H» m), 
1.73-1,87 (2H, m). 
2.91-2.04 (2H, ra). 
2.64 (2H. t, J=7.5 
Hz), 2.89 (2H, t, 
J=7.5 Hz). 4.19-4.30 
(IH, m). 5.08 (2H, s). 
6.83-6.98 (6H, m). 
7.22-7. 35 (IH, m). 



Iffii^i^. NMR: 1.23 
(3H. . t, J-7.2 Hz). 
2. 51 (IH. t, J=2. 1 
Hz), 2.57 (2H, t, 
J=7.7 Hz). 2.87 (2H, 
t, J=7. 7 Hz). 4.12 
(2H, q, J=7.2 Hz), 
4.70 (2H, d, J=2. 1 
Hz), 5.10 (2H, s), 
6.82-6.97 (4H, ra), 
7.03-7.07 (2H, ra), 
7.26-7.33 (IH, m) . 



a s s m 

116-117 "C (g^^^ 

NMR: 2.51 (IH, t, 
J=2.4 Hz). 2.64 (2H, 
t, J=7.7 Hz), 2.88 
(2H. t. J=7.7 Hz), 
4.70 (2H, d, J=2.4 
Hz). 5.10 (2H, s), 
6,83-6.98 (4H, m), 
7.03-7.07 (2H. m), 
7.26-7.34 (IH, m). 
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[*5 0] 











201 
(R = Et) 


o 


3- (4- { [3- (4- :7 D "7 y 


*H NMR: 1.26 
(3H, t, J=7.2 Hz). 
2,21 (3H, s). 2.57 
(2H, t, J=7.5 Hz), 
2.86 (2H. t, J=7.5 
Hz), 4.12 {2H, q, 
J=7. 1 Hz), 5.01 (2H, 
s), 6.75 (IH, d, J=8, 1 
Hz), 6.86-7.10 (8H, 
m), 7.14 (IH, d, J=7.5 
Hz), 7.27-7.36 (IH, 
m). 


202 
(R = H) 


3- (4- { [3- (4- 7 71^ :^ n :7 / 


e ^ s . m 
112-113 {m^^ 

NMR: 2.21 (3H, s), 
2.64 (2H, t. J=7.8 
Hz), 2.88 (2H, t, 
J=7.8 Hz), 5.02 (2H, 
s), 6.76 (IH, d. J=8. 1 
Hz). 6.87-7.09 (8H. 
m), 7.14 (IH, d, 7.5 
Hz), 7.29-7.36 (IH, 
m). 


203 
(R = Et) 


Q 


F 


0 


3- [4- (2, 3- ^J^Y, K o "VA-^ 


ffl^Kft/s 'H NMR: 1. 24 
(3H, t, J= 7.2), 
2.21-2.32 (IH, m), 
2.44-2.62 (3H, m), 
2.85-2.95 (3H, m) , 
3.12-3.22 (IH, m), 

4. 13 (2H, q, J= 7.2), 

5. 72 (IH, dd, J= 4. 2, 
6.6), 6.88-7.03 
(3H, m), 7.19-7.31 
(3H, m). 7.40 (IH, d, 
J- 7. 2) 


204 
(R = H) 






3-[4-(2,3-v^fc Kn-IH— 

/u:^^ v')-3-7 /i^ 


-fe *p a . M ^ 
91-92*C(iS®^^/^-- 
^•^^y) . *H NMR: 
2.22-2.32 (IH, m), 
2.45-2.56 (IH, m), 
2.67 (2H, t, J= 7.2), 
2.85-2.94 (3H. m), 
3.12-3,22 (IH, m), 
5. 71 (IH, dd, J= 4. 2, 
6.6), 6.89-7.04 (3H, 
m), 7.19-7,31 (3H, 
m), 7.39 (IH, d, J= 
7. 2) 
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[*5 1] 



205 
(R = Et) 



206 
(R = H) 




3-{4-[(2, 2-v?7« ^/W-2.3-v^ 



3- {4- [ (2. 2- v> P« f - >'^-2. 3- 



m ^ ^ . »H NMR: 
1.18-1.27 (9H, m), 
2.57-2,73 (3H, m), 
2.87-2.95 (3H, m), 
4. 13 (2H. q, J= 7.2), 
5,18 (IH, s), 
6.86-7.03 (3H, m), 
7.12-7.25 (4H, m) 



m^^. 'n NMR: 1. 19 
(3H, s), 1.22 (3H, s), 
2.65-2.73 (3H. m), 
2.89-2.95 (3H, m), 
5.18 (IH, s), 
6.88-7.05 (3H, m), 
7. 14-7. 26 (4H, m) 
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[«5 2] 























207 










C^H t T=7 2 Hz) 










1 AJX i'iW t T=7 0 
X. tIo V.^n, X, j — (.v 


(R = Et) 








£*. fi ^j-^ * V -JJ "51- dp- y'\—'i— 












0 CO /ou 4- T— 7 1 

2. 58 t.2n, t, J-f. I 
nz^ , 6, 00 v^n, X, 
J=7.7 Hz), 4.04 (2H, 
q. J=7. 0 Hz), 4.13 
(2H. q, J=7.2 Hz), 
5.08 (2H, s), 
6.82-7.04 (5H, m), 
7.14 (IH. d, J=7.9 












Hz). 












208 




o 














.1 ^ J- .ii 1 % ^ \ 111 

yl^ ^ =T 1r / } > 'H 


(R=:H) 








4. ^ ^ ^ ^ \ 1 ^ J *l 0 


vrim • i/in foil 4. 

NMR. 1,43 UH, t, 










T n f\ II \ n ntr /oil 

J=7. 0 Hz) , 2. 2b (3H, 
„\ 0 fit; ^ou + 

J=7, 6 Hz), 2.89 (2H, 
t. J=7.6 Hz). 4.04 
(2H, q, J=7.0 Hz), 
5.08 (2H, s), 
6,82-7,04 (5H, m), 
7.14 (IH, d, J=7. 9 
Hz). 












^i^m. ^H NMR: 1.23 


209 










Von, t, J-i . 1 nZ/ , 










1 <i 1 /on 4- T— *7 n 
1. 41 (3H, t, .)-/. U 


(R = Et) 










Hz;, 2.21 \6Ht s;, 








y /u>?r P 37 — y M 


2. 57 v2H, t, J-f. f 
nz) , z, 0 f vzn, i#, 
J=7. 7 Hz), 4.04 (2H, 
q, J=7.0 Hz), 4.12 
(2H, q, J=7. 1 Hz), 
5.06 (2H, s), 












6.81-7.10 (5H, m), 




c 






7.11 (IH. d, J=7.4 

Hz), 










a . m ^ 


210 






o 


3-{4-[(3-in h:^ri^-4-7^ 


106-107 x: mm^'f 










yb— ^:3t-f-y), »HNMR: 


(R = H) 








f^yU-< v^/l^) S^]-3- 


1.41 (3H. t. J=7.1 










Hz), 2.21 (3H, s), 
2.64 (2H. t, J=7.6 
Hz), 2.88 (2H, t, 
J=7,6 Hz). 4.04 (2H. 
q, J=7. 1 Hz). 5.06 
(2H, s), 6.83-6.97 
(5H, m). 7.11 (IH, d, 
J=7.4 Hz). • 
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mmm i 

( 1 ) mm 1 x^nhfifcit^im i o . o g 

( 2 ) %m 6 0 . 0 g 

(3) 3 — y;^^— ^ 3 5. 0 g 

5 (4) a^^y 3. 0 g 

(5) y^^i^^^-^iy^-^ 2.0g 

mmmix-nh^tcit-^'^i o. o gt%^6 o. o gjoit/^-^;^^-^^ 

3 5.0 g(7)M^!^^l 0fi*%if7^^7K^^S3 OmL (-^^75">'i bT3. 

og) ^fflv^. imm^ 5/-:x^(7)^^iiU-cWJS['fbUfcm. 4 CC-c^itbWt^ 

10 MLfco nhfhfcm^j-^^'rT y ^-^-^^'^t^-^i^A 2. 0 g tm^\^. b^l 

^X^iULX 1 0 0 0^0=1— b^^#yc:o 
S^^IJ^J 2 

15 (1) iiM^ii-ew^tLfc^b-a-^ 1 0. 0 g 

(2) M- 7 0. 0 g 

(3) n^y;;^^— 5 0.0g 

(4) -pim^ifyyy 7. 0 g 

(5) x^-rry 3.0g 

20 mmmixnhi%tLit^^l 0. 0 gi:;^xTy :/^N'i/;^:X?>i^3. Ogtr 
nI«T>:/>'<^7K^?^ 7 OmL ^^T'^' <!: tT7. 0 g) XM^itL 

tc'ik. ^iit. IL^7 0.0g*5j;O«=i-^^;^^-^50.0g tm^Ltco U 

-^ti^MLT 1 0 0 omomm^Wco 

25 1 4 2 7 3g^fls:t;:M1-Sg^f«tgP»^^ffi (7=^'=:^ hf^ffl) 

t M 4 2 7 3S:^ft:^^m$-li:/cCHOmt* (No. 10 4) <I:3X1 
O'^m/l 6 Om LO^fllia;65-^-^n^ J:5t'*l5L. Black wa 1 1 e 
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d 96-well plate (Costar)tCl %hfc 19 1 0 0 /i 

LIPR (Molecular Device) ^ffi V^TSJ^ bfc„ li^^'^J. 
Tl-IB« tfCo F 1 u o - 3 AM (DOJIN) 50/zg^2lML DM S 
5 O (DO J I N) ^h\Z.mt.(D2 OVoyjUnym (Mo 1 e c u 1 

a r Probes) ^^)P;^^i#^t^ 105m LO^mi^M^BM Lfcl 0 . 
6mL(DT ^y±-i ^^yy 7 ^ IHB S S (Invitrogen) 1 L tCl M 
HEPES (pH7. 4) (DOJ IN) ^20mL»L> ■7^u-<:^iyV (S 
igma) yiOmg^^lN NaOH 5 m L ^ 1;:±12<^H B 

10 SS/HEPESm5mL^»Px.^-a^bfcMl 0 m L ^isiP tPI^-T 5 „ ] 

m^lS^ 15^*5 fc 19 10 0m L-fo^?^m^ CO^tg^^tClT lB#^it«U. 

m^^xm^^i^tc. mm-mM-t^it^!^nTy±4y<yy7~'i^o. 015% 

15 J: 5 l-CHAP S (DOJIN) =lr;!)P;tfc^m^ffi V^T#^ ©Mi- 

EC5o€^»ttJbfCo 

20 *^!^^^^:*5V^T. ###tj8, 14, 16. 18, 20. 25, 28, 30, 
4 4, 4 7, 5 0, MMm 2, 4, 6, B, 10, 12, 16, 18, 20, 
22, 24, 28, 32, 34, 36, 42, 44, 46, 48, 52, 54, 
56, 58, 60, 62, 64, 68, 94, 96, 102, 118, 124, 
135, 161, 163, 169, 171, 173, 178, 180, 188, 

25 2 0 8-e^#fetlfc'fb-a'tl{±^ 1 0 MMJ^TtT^ECso-fit^^bfCo 

3 T 3 - L i mm^Mmmi^m-f^mm^^m\^M-r?>mmm(Dmmm 
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DMEM (Dulbecco's Modified Eagle Medi 
urn, I n V i t r og e n) ICI 0 % Vl^i^JllL^t (FB S> I n v i t r 
5 ogen) 1 0 Gun i t s/ml-<::^iXU V*5ctt)«l 0 Cm g/ml;^ h 
u-:/ h-^^ ^y:y^mMLfch(D^m^tZo 3T3-L iMSrT'v-b^® 

5mM 3-4yf^/V-l-;^^/U^-^yty(i^^^)> 2. 5 m Mx> 

trofco mi^-^. efe^bfcKr e b s — R i n g e r m.mm^XmWik. -fk^ 
tlTM 5^ra^0;ab±?t^Il|lRbfCo ±?t't'<Di/y -td-zl^-^fifiF r e e 
Glycerol Determination Kit (Sigma) ^ffi 
15 V^X^II^Lfc„ ^<D^*. 1 4 2 7 3S^i^i-^i-ST=f-^:^ 5 

20 3 

A t T - 2 0 |fflfla-eOiiJt^®W«St:^N>'^^ ^ (A C T H) ^i^^■JIi]^lJf^ffi 

-rtj7^TS^=i^^9^=' hP7/#«-A t T- 2 OlfflflSt^>5^i-SACTH^S 

J#itefi4. 5 g/ 1 69^/1^3— ;^^^CpD u 1 b 8 c c o ' s Modif i 
25 ed Eagle M e d i u m (DMEM. ^^t' h D >>*>'|±) tz: 1 0 % 
v-B^i^M (ThermoTracet±)x 10 OU/m 1 1 0 0 

At g/m 1 ;^ M/7° h-7^i/^<l:» Ufct>o-eit« bfco -(^{t^ttA t T- 
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-2 0»S»^1 X10=cells/well (DmMX\ P o 1 y-D- 
Lysine 3-h4 8 :r./U7°l/- h {Jl^VN-CZHIfeJt^ Tytr-Y^C^ 
UfCo Tixir^i-^fflV^SBu f f e r 20 mM HEPES(pH7. 

4)^ 0. 1%B S As 1 g/ 1 (D^/i^=i — ^t:^t^O ulbecco's M 

5 odified Eagle M e d i u m (DMEM. ^ ^If h n <J^^^tt) 
SrffiV^/Co r(^Bu f f e r "C^ffliaSr 1 UlSfc^^ tfd^^ 
miML. 0 OnM©iiJW^««^^l-^^:^fflH^ (CRF) 

-t-Sb u f f e v^mMLfz'ik. C02^^=^:x-<-^--C-3 7°C9 O^M:/ 
a^a.^- h tfCo ^(^^x r 1^- h ^Wt-^7!}>KmW bfcm 1 2 0 0 r p m. 5 

10 m i n. ^®r-3t'L^L. flA-bb u f f e r >lr|IUKU ACTHaiJ^^^y h 
(H^;^r'<;*/^ACTH I RMA ^m^X ACTHm^trMMV 

^<D/it^. CRF^lM(e:ct'9±^U/cACTH»*{i. 1 4 2 7 3^^1^ 
15 APl-5r<btcJ;'9. 4 9%{£Tbfco 

TffiV^§.ri:^^:J;D. 1 4 2 7 3S#f$:T^"=;^ h^fcttl 4 2 7 S^m^T 

^Mh. -r^xmu(Dtm<Dmmxm^^t^^^^m(^^^t$mv^ii^^-^n 
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;$:|±liS(t. 200 3¥ 11^2 6 0 (JI 0 ^-CWI^^ 2 0 0 3-3 9 

4 8 4 8^mmt vxisv)^^(Dm\t^\i^mii^'t-^x^-^^th^h(D-vh^o 
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1. ^#^*5j:tJ?:^;^;^y«r3^ffiU9 5SSr-^%-r6{t:-^«fe^^'^Wb-r^.e5 

1 4 2 7 3 ^mi^mmmmMo 

Y — COOH (I) 

10 ^; -Y-COOH^^glB±<^'^^^<^ffi«^-e^tTV^:5o] T^^^tbS 

4. ^#^jaJ:t>';&5^;t:/^;^l±iL o^^^^^^^ 1 4 2 7 3^^M« 

15 ;^ h v;^pi5^iJo 
6. ^ 




(II) 




wo 2005/051373 



PCT/JP2004/017996 . 



312 



fcfcL. R" t R''(0-:*;i^7K*)^^<?5Pt, {^^l;^{i7X*i^^•-e^i^.^v^, 

t/t/c{i^CO:i: (fcfcb. (i)3,5-i^:7/U^n-4-[(2,3-v>t Kn-lH-f ^^T^i^ 
-W/i-);^-=¥i/]^^-if ^::^o^^°>'i^> (ii)3-i^ n n-4-[(2, S-v't Kp-IH-i' 
^/^y_l_^;^);^drV]-<:/-^V7°^/•?>-^^ (iii)4-([l, 1' -t•'7a.:=^7^]-3- 
^ /Vt^ h^;/)-3-i5^an^>'-^^7'c2/-N':/^,(iv)4-[(4,5->'p< h^;X-2-^h 
25 ny:^^;v)^ h=^v-]-3-^ h df.i/^:/if ^T'p^-^^/i?*^ J;t>*(v)4-[3-t Ko 
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7. nCiK ^ 




20 R"=>557X^Jg-?T\ 

25 j^cds^v-if :/^^Wb7'^v^g^£^*bl:v^Tt)J;v^-<^^f:/^-cfcSI»5^t 
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10. R-^^-aR''<D^pti< th-zf^-^^y ^y^M^^ '^^^^^ Ci_6T/U 

1 1. R';a5 7s/«1I^-^ :S^iI^-*fc(iCi_6T/U=>^i/£T\ 

R " /S^TKl^mT- * fj: « 7 5/ ^M^T\ 

R." ;657K*J!^^ ^ fcfi C 1 _ 6 T/V^/i-^-C\ 

10 ^C;0^R''*3J:^/R'^^A^^-^ 

(i) Ci-eTyl-^/l-Ss (ii) tKc3=^i^£. (iii) t:KP=3rv^> T^/. C 

^^L-cv^T1>J;VNCi_6T/v=i^^:x«. (iv) C6_i4T y -/i-;^-^^>'S*5 j; 

20 (1) RH^imW^=^<0^'k. 

R^-b^ (i) tFn^VS. (ii) C ^-^T )V-=^^V^ iJfVifs^-y^ C^.^T/V 

^^^O^b^f^tbSSi^SlrWLXV^-Cti J:V^Cl_6T;^3^'>S. (iii) Cg. 

^ 5 1¥ b ^ 5 ^ ^ t X V ^ T 'b .k V > C 6 _ 1 4 T y -/l-;^- =ar e^S* 



wo 2005/051373 PCT/JP2004/0 17996 . 

315 

ft (vi) mm'^Kkmmmm^. mm'f-^i^xj^^mm'f-^-hmitfi^it. 
(2) R'i)^:^mm^<Dm^. 

p J^T- ^-^ tf 5 V > u 7 m^^^s ^ ^ b t V ^ X t> i V ^ c 1 _ 6 T /i- =1 

^i^m. (iv) C3_7V-i5'nT>'^=Sr>'l':^^VS. (v) /f^^m^i^ ^l^^^^ 
■i^Wb $ ^TV^r t> J: V^ C 1 _ 6 6 tin § ElfeS^I: W b 

10 TV^-Ct3<i:V^C6-l4T (vi) C v_i aT7/^=3f-yU;t^i^£*:fc 

fi (vii) am^*5<tt)^^*M^^^^b31(ms 1 * 

R - ;D57Kmm^^ (4 c 6 _ 1 4 T y -/ws-c\ 

R««l^mi^> Cj_6T/V=i^v-S*fc(iC6_i4Ty'-^l-:^=arv'»-e. 
20 X' t^mMW-.'f-X\ 

^ c R *5 J: t>'R ' U^om^^^"^ L^ie v^-<^^f v-^xfe 6 It^^ 6 la^ 

13. R';5U i ) Ci-eT/l^^^/l/S^ (ii) t Fa:3rt/S, (iii)tKD^V, 
-Ci_6T/^^/i'-;&/w^^-('/K h y -C,_6 r/^^/^i^y/^:^^^>'*5J:tJ« 



wo 2005/051373 PCT/JP2004/017996 

316 

ixS^fcfi (v) C7-i6'?'^/i'=¥yw;^-^v'ST\ 
5 (D>fl:-^#»„ 

14. 3, 5-v^:7/U;tP-4- [(3 ^ h=SrV] ^ 

>-^':/7'p/^>i?^j U< {i3 n -4 - [(3 -:7aiy drv-^ccc:^;!^) ^ 

15 3_(4_{[3_ (4-^pp:7ai/^v') -^^^i^/V] :t^v'} - 3, 
10 5-i:^y/l-^nya:.=^jU) -fn/'i>m. 3- (3, 5-i^y/i-:tn-4 - {[3 

- (3, 5-v'7/k;a-p-4- {[3- i4-?^i'/^y ^iy) -^yp^^l :t 

drv^} y^=^/U) yuy<ym. 3- ( 3 — :7>'1';^p - 4 - {[3- (2-7;^;^ 
p^oiy^ix) -<:/e^/i-] ;d-=arv'} •:fn/<ym. 3- (3-7/W:^ 

15 p-4- {[3- (3-7yi/;a-n:7^/^i/) ^^/v^^w] ;t^->'} -y 
xay^yms 3- (3-7/l';tP-4- {[3- ( 4 - p 7 ^ / ^ v") 

v'^v] :7::i^/U) -fay^ym. 3- (3-:7/i';tP-4- {[3- (4 

-^uuy a^y^i^) ^yi^/ul ^^i^} y^^^/i^) zfny^ym. 3- (3- 
-7^^;^D_4_ {[3_ (4-^^7^7:E.y =35^^') ^>"v>/V] ^^iy) yaL=^;V) 

20 7'p^^°>i^^ 3-{3-^f-/l/-4-[(3-7^y^->^>'v^/^)^^i/3:7ni 
-fxi/^y^^ t>t<f*3- (4- {[3- (^A-y iv-^ny a^J ^i/) ^ 
yX>)V\ ir^-y\ :^^)vy a^^f^^ -fn/^yn.. -^fcfi^t^ito 
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SEQUENCE LISTING 

<110> Takeda Pharmaceutical Company Limited 

<120> Modulator of Receptor Function 

<130> 09705 

<150> JP 2003-394848 

<151> 2003-11-26 

<160> 20 

<210> 1 

<211> 361 

<212> PRT 

<213> Human 

<400> 1 

Met Ser Pro Glu Cys Ala Arg Ala Ala Gly Asp Ala Pro Leu Arg Ser 

5 10 15 

Leu Glu Gin Ala Asn Arg Thr Arg Phe Pro Phe Phe Ser Asp Val Lys 

20 25 30 

Gly Asp His Arg Leu Val Leu Ala Ala Val Glu Thr Thr Val Leu Val 

35 40 45 

Leu He Phe Ala Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 

50 55 60 

Val Ala Arg Arg Arg Arg Arg Gly Ala Thr Ala Cys Leu Val Leu Asn 
65 70 75 80 

Leu Phe Cys Ala Asp Leu Leu Phe He Ser Ala He Pro Leu Val Leu 

85 90 95 

Ala Val Arg Trp Thr Glu Ala Trp Leu Leu Gly Pro Val Ala Cys His 

100 105 110 

Leu Leu Phe Tyr Val Met Thr Leu Ser Gly Ser Val Thr He Leu Thr 

115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys He Val His Leu Gin 

130 135 140 

Arg Gly Val Arg Gly Pro Gly Arg Arg Ala Arg Ala Val Leu Leu Ala 
145 150 155 160 

Leu He Trp Gly Tyr Ser Ala Val Ala Ala Leu Pro Leu Cys Val Phe 
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165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Ala Asp Gin Glu He Ser 

180 185 190 

He Cys Thr Leu He Trp Pro Thr He Pro Gly Glu He Ser Trp Asp 

195 200 205 

Val Ser Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 

210 215 220 

He Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
225 230 235 240 

Leu Thr Val Ser Leu Ala Tyr Ser Glu Ser His Gin He Arg Val Ser 

245 250 255 

Gin Gin Asp Phe Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He He He Thr He Leu Leu He Leu 

275 280 285 

He Gin Asn Phe Lys Gin Asp Leu Val He Trp Pro Ser Leu Phe Phe 

290 295 300 

Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 
305 310 315 320 

Tyr Asn Met Thr Leu Cys Arg Asn Glu Trp Lys Lys He Phe Cys Cys 

325 330 335 

Phe Trp Phe Pro Glu Lys Gly Ala He Leu Thr Asp Thr Ser Val Lys 

340 345 350 

Arg Asn Asp Leu Ser He He Ser Gly 
355 360 

<210> 2 
<211> 1083 
<212> DNA 
<213> Human 
<400> 2 

atgtcccctg aatgcgcgcg ggcagcgggc gacgcgccct tgcgcagcct ggagcaagcc 60 
aaccgcaccc gctttccctt cttctccgac gtcaagggcg accaccggct ggtgctggcc 120 
gcggtggaga caaccgtgct ggtgctcatc tttgcagtgt cgctgctggg caacgtgtgc 180 
gccctggtgc tggtggcgcg ccgacgacgc cgcggcgcga ctgcctgcct ggtactcaac 240 
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ctcttctgcg cggacctgct cttcatcagc gctatccctc tggtgctggc cgtgcgctgg 300 
actgaggcct ggctgctggg ccccgttgcc tgccacctgc tcttctacgt gatgaccctg 360 
agcggcagcg tcaccatcct cacgctggcc gcggtcagcc tggagcgcat ggtgtgcatc 420 
gtgcacctgc agcgcggcgt gcggggtcct gggcggcggg cgcgggcagt gctgctggcg 480 
ctcatctggg gc-tattcggc ggtcgccgct ctgcctctct gcgtcttctt ccgagtcgtc 540 
ccgcaacggc tccccggcgc cgaccaggaa atttcgattt gcacactgat ttggcccacc 600 
attcctggag agatctcgtg ggatgtctct tttgttactt tgaacttctt ggtgccagga 660 
ctggtcattg tgatcagtta ctccaaaatt ttacagatca caaaggcatc aaggaagagg 720 
ctcacggtaa gcctggccta ctcggagagc caccagatcc gcgtgtccca gcaggacttc 780 
cggctcttcc gcaccctctt cctcctcatg gtctccttct tcatcatgtg gagccccatc 840 
atcatcacca tcctcctcat cctgatccag aacttcaagc aagacctggt catctggccg 900 
tccctcttct tctgggtggt ggccttcaca tttgctaatt cagccctaaa ccccatcctc 960 
tacaacatga cactgtgcag gaatgagtgg aagaaaattt tttgctgctt ctggttccca 1020 
gaaaagggag ccattttaac agacacatct gtcaaaagaa atgacttgtc gattatttct 1080 

1083 

ggc 

<210> 3 
<211> 361 
<212> PRT 
<213> Mouse 
<400> 3 

Met Ser Pro Glu Cys Ala Gin Thr Thr Gly Pro Gly Pro Ser His Thr 

- 5 10 15 

Leu Asp Gin Val Asn Arg Thr His Phe Pro Phe Phe Ser Asp Val Lys 

20 25 30 

Gly Asp His Axg Leu Val Leu Ser Val Val Glu Thr Thr Val Leu Gly 

35 40 45 

Leu He Phe Val Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 

50 55 60 

Val Ala Arg Axg Arg Arg Arg Gly Ala Thr Ala Ser Leu Val Leu Asn 
65 70 75 80 

Leu Phe Cys Ala Asp Leu Leu Phe Thr Ser Ala He Pro Leu Val Leu 

85 • 90 95 

Val Val Arg Trp Thr Glu Ala Trp Leu Leu Gly Pro Val Val Cys His 
lOO 105 110 
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Leu Leu Phe Tyr Val Met Thr Met Ser Gly Ser Val Thr He Leu Thr 

115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys He Val Arg Leu Arg 

130 135 140 

Arg Gly Leu Ser Gly Pro Gly Arg Arg Thr Gin Ala Ala Leu Leu Ala 
145 150 155 160 

Phe He Trp Gly Tyr Ser Ala Leu Ala Ala Leu Pro Leu Cys He Leu 

165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Gly Asp Gin Glu He Pro 

180 185 190 

He Cys Thr Leu Asp Trp Pro Asn Arg He Gly Glu He Ser Trp Asp 

195 200 205 

Val Phe Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 

210 215 220 

He Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
225 230 235 240 

Leu Thr Leu Ser Leu Ala Tyr Ser Glu Ser His Gin lie Arg Val Ser 

245 250 255 

Gin Gin Asp Tyr Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He He He Thr He Leu Leu He Leu 

275 280 285 

He Gin Asn Phe Arg Gin Asp Leu Val He Trp Pro Ser Leu Phe Phe 

290 295 300 

Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 
305 310 315 320 

Tyr Asn Met Ser Leu Phe Arg Asn Glu Trp Arg Lys He Phe Cys Cys 

325 330 335 

Phe Phe Phe Pro Glu Lys Gly Ala He Phe Thr Asp Thr Ser Val Arg 

340 345 350 

Arg Asn Asp Leu Ser Val He Ser Ser 
355 360 

<210> 4 
<211> 1083 
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<212> DNA 
<213> Mouse 
<400> 4 

atgtcccctg agtgtgcaca gacgacgggc 
aatcgcaccc acttcccttt cttctcggat 
gtcgtggaga ccaccgttct ggggctcatc 
gctctagtgc tggtggcgcg ccgtcggcgc 
ctcttctgcg cggatttgct cttcaccagc 
actgaggcct ggctgttggg gcccgtcgtc 
agcggcagcg tcacgatcct cacactggcc 
gtgcgcctcc ggcgcggctt gagcggcccg 
ttcatatggg gttactcggc gctcgccgcg 
ccgcagcgcc ttcccggcgg ggaccaggaa 
cgcataggag aaatctcatg ggatgtgttt 
ctggtcattg tgatcagtta ctccaaaatt 
cttacgctga gcttggcata ctctgagagc 
cgactcttcc gcacgctctt cctgctcatg 
atcatcacca tcctcctcat cttgatccaa 
tcccttttct tctgggtggt ggccttcacg 
tacaacatgt cgctgttcag gaacgaatgg 
gagaagggag ccatttttac agacacgtct 
age 

<210> 5 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 5 

gctgtggcat gcttttaaac 
<210> 6 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 
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cctggcccct cgcacaccct ggaccaagtc 60 

gtcaagggcg accaccggtt ggtgttgagc 120 

tttgtcgtct cactgctggg caacgtgtgt 180 

cgtggggcga cagccagcct ggtgctcaac 240 

gccatccctc tagtgctcgt cgtgcgctgg 300 

tgccacctgc tcttctacgt gatgacaatg 360 

gcggtcagcc tggagcgcat ggtgtgcatc 420 

gggcggcgga ctcaggcggc actgctggct 480 

ctgcccctct gcatcttgtt ccgcgtggtc 540 

attccgattt gcacattgga ttggcccaac 600 

tttgtgactt tgaacttcct ggtgccggga 660 

ttacagatca cgaaagcatc gcggaagagg 720 

caccagatcc gagtgtccca acaagactac 780 

gtttccttct tcatcatgtg gagtcccatc 840 

aacttccggc aggacctggt catctggcca 900 

tttgccaact ctgccctaaa ccccatactg 960 

aggaagattt tttgctgctt cttttttcca 1020 

gtcaggcgaa atgacttgtc tgttatttcc 1080 

1083 
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<400> 6 

cgctgtggat gtctatttgc 
<210> 7 
<211> 30 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 7 

agttcattt ccagtaccctc catcagtggc 

<210> 8 

<211> 361 

<212> PRT 

<213> Rat 

<400> 8 

Met Ser Pro Glu Cys Ala Gin Thr Thr Gly Pro Gly Pro Ser Arg Thr 

5 10 15 

Pro Asp Gin Val Asn Arg Thr His Phe Pro Phe Phe Ser Asp Val Lys 

20 25 30 

Gly Asp His Arg Leu Val Leu Ser Val Leu Glu Thr Thr Val Leu Gly 

35 40 45 

Leu lie Phe Val Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 

50 55 60 

Val Val Arg Arg Arg Arg Arg Gly Ala Thr Val Ser Leu Val Leu Asn 
65 70 75 80 

Leu Phe Cys Ala Asp Leu Leu Phe Thr Ser Ala He Pro Leu Val Leu 

85 90 95 

Val Val Arg Trp Thr Glu Ala Trp Leu Leu Gly Pro Val Val Cys His 

100 105 110 

Leu Leu Phe Tyr Val Met Thr Met Ser Gly Ser Val Thr He Leu Thr 

115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys He Val Arg Leu Arg 

130 135 140 

Arg Gly Leu Ser Gly Pro Gly Arg Arg Thr Gin Ala Ala Leu Leu Ala 
145 150 155 160 



20 



30 
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Phe He Trp Gly Tyr Ser Ala Leu Ala Ala Leu Pro Leu Cys He Leu 

165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Gly Asp Gin Glu He Pro 

180 185 190 

He Cys Thr Leu Asp Trp Pro Asn Arg He Gly Glu He Ser Trp Asp 

195 200 205 

Val Phe Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 

210 215 220 

He Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
225 230 235 240 

Leu Thr Leu Ser Leu Ala Tyr Ser Glu Ser His Gin He Arg Val Ser 

245 250 255 

Gin Gin Asp Tyr Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He He He Thr He Leu Leu He Leu 

275 280 285 

He Gin Asn Phe Arg Gin Asp Leu Val He Trp Pro Ser Leu Phe Phe 

290 295 300 

Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 
305 310 315 320 

Tyr Asn Met Ser Leu Phe Arg Ser Glu Trp Arg Lys He Phe Cys Cys 

325 330 335 

Phe Phe Phe Pro Glu Lys Gly Ala He Phe Thr Glu Thr Ser He Arg 

340 345 350 

Arg Asn Asp Leu Ser Val He Ser Thr 
355 360 

<210> 9 
<211> 1083 
<212> DNA 
<213> Rat 
<400> 9 

atgtcccctg agtgtgcgca gacgacgggc cctggcccct cgcgcacccc ggaccaagtc 60 
aatcgcaccc acttcccttt cttctcggat gtcaagggcg accaccggct ggtgctgagc 120 
gtcctggaga ccaccgttct gggactcatc tttgtggtct cactgctggg caacgtgtgt 180 
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gccctggtgc tggtggtgcg ccgtcggcgc cgtggggcga cagtcagctt ggtgctcaac 240 

ctcttctgcg cggatttgct cttcaccagc gccatccctc tagtgctcgt ggtgcgctgg 300 

actgaagcct ggctgctggg gcccgtcgtc tgccacctgc tcttctacgt gatgaccatg 360 

agcggcagcg tcacgatcct cacgctggcc gcggtcagcc tggagcgcat ggtgtgcatc 420 

gtgcgcctgc ggcgcggctt gagcggcccg gggcggcgga cgcaggcggc gctgctggct 480 

ttcatatggg gttactcggc gctcgccgcg ctgcccctct gcatcttgtt ccgcgtggtc 540 

ccgcagcgcc ttcccggcgg ggaccaggaa attccgattt gcacattgga ttggcccaac 600 

cgcataggag aaatctcatg ggatgtgttt tttgtgactt tgaacttcct ggtaccagga 660 

ctggtcattg tgatcagcta ctccaagatt ttacagatca cgaaagcctc gcggaagagg 720 

cttacgctga gcttggcata ctccgagagc caccagatcc gagtgtccca gcaggactac 780 

cggctcttcc gaacgctctt cctgctcatg gtttccttct tcatcatgtg gagtcccatc 840 

atcatcacca tcctcctcat cttgatccag aacttccggc aggacctggt tatctggccg 900 

tcccttttct tctgggtggt ggccttcacg tttgccaact ccgccctaaa ccccattctg 960 

tacaacatgt cgctgttcag gagcgagtgg aggaagattt tttgctgctt ctttttccca 1020 

gagaagggag ccatttttac agaaacgtct atcaggcgaa atgacttgtc tgttatttcc 1080 

<210> 10 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 10 

gtggtggcct tcacgtttg 19 
<210> 11 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 
<400> 11 

cgctcctgaa cagcgacat 1^ 
<210> 12 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
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<220> 
<400> 12 

caactccgcc ctaaacccca ttctgt 
<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 13 

•JO 

gtcgacatgt cccctgagtg tgcgcagacg acg 
<210> 14 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 
<400> 14 

gctagcttag gtggaaataa cagacaagtc att 33 
<210> 15 
.<211> 23 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 15 

23 

tccgagtgtc ccaacaagac tac 
<210> 16 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 16 

24 

gactccacat gatgaagaag gaaa 
<210> 17 
<211> 22 
<212> DNA 
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<213> Artificial Sequence 
<220> 
<400> 17 

ccgcacgctc ttcctgctca tg 
<210> 18 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 18 

gtggtggcct tcacgtttg 19 
<210> 19 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 19 

cgctcctgaa cagcgacat 19 
<210> 20 
<211> 26 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 20 

caactccgcc ctaaacccca ttctgt 26 
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In the case not via regulation (b) , it does not appear that there is 
a close relationship between them. 

Therefore, it does not appear that the inventions of claims 1 and 22 
and claims 5 and 24 constitute a single technological concept. 

With respect to claims 1 to 5 and 22 to 2 6 

Claims 1 to 3 and 22 relate to a ^^14273 receptor'' (B) function regulating 
agent containing a ''compoundhaving a group capable of releasing an aromatic 
ring and a cation" (A) ; claims 4 and 23 to a therapeutic agent for diabetes , 
etc. containing a receptor (B) function regulating agent containing 
compound (A) ; claims 5 and 24 to a stress regulating agent containing 
compound (A); and claims 25 and 26 to a method of screening ligand of 
receptor (B) with the use of compound (A) , 

With respect to compounds (A), in claim 3, they are limited to compounds 
of the general formula (I) . However, a vast plurality of compounds are 
still included therein. Despite this, only some of the compounds, namely, 
compounds of the general formula (I) wherein the ring A is a benzene 
ring or condensed benzene ring, X is -C-0- (when the ring A is a benzene 
ring, C may constitute a part of the ring A) , the ring B is a benzene 
ring, Y is -(CH2)2- and Y lies on para-position of X are ascertained 
in the description with respect to their action and pharmacological 
efficacy on receptor (B) . 

Therefore, in view of the way in which the claims are drafted, the 
subject matters of the inventions are unclear . Further, the description 
is not drafted clearly and fully to such an extent that persons skilled 
in the art to which the inventions pertain cannot carry out the inventions . 
Consequently, it cannot be stated that the inventions of these claims 
are fully supported by the description (PCT Article 5 and PCT Article 
6) . 

Inasmuch as the description and claims of this application are drafted 
in a manner failing to satisfy prescribed requirements as mentioned above, 
with respect to claims 1 to 5 and 22 to 26, it is to be noted that prior 
art search has been carried out only on compounds specified in the 
description, namely, compounds of the general formula (I) wherein the 
ring A is a benzene ring or condensed benzene ring, X is -C-0- (C may 
constitute a part of the ring A) , the ring B is a benzene ring or condensed 
benzene ring, Y is -{CH2)2- and Y lies on para-position of X. 
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